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106. The Morphology of the Sex Chromatin in the Smear 
of Human Oral Mucosa 

p.C. DyKstrRA. American Journal of Clinical Pathology 
(Amer. J. clin. Path.) 30, 224-227, Sept., 1958. 2 figs., 
refs. 


As a result of the examination, at the-County Hospital. 
Los Angeles, of smears of the oral mucosa from 100 
female and 50 male patients and stained with haematoxy- 
lin and eosin the author reports that the sex chromatin 
in women is a thin sheet attached to, and merging with, 
the inner surface of the nuclear membrane. The shape 
of this mass appears to vary, depending as it does on the 
optical plane in which it happens to be sectioned. For 
this reason it is suggested that if this chromatin is 
apparently absent from some cells it is because the thin 
sheet was lying parallel to the optical plane of the section 
and hence undetectable by present methods of staining. 
No comparable mass of chromatin was identified in the 
smears of oral mucosa from men. J. B. Wilson 


707. The Significance of the Presence in Human Serum 
of Complement-fixing Antibodies to Human Tissue 


I. R. Mackay and L. LARKIN. Australasian Annals of 
Medicine [Aust. Ann. Med.] 7, 251-258, Aug. [received 
Oct.], 1958. 1 fig., 15 refs. 


Investigations previously reported from the Walter 
and Eliza Hall Institute of Medical Research, Melbourne, 
have shown that in various chronic diseases the serum 
contains complement-fixing antibodies against antigens 
prepared from human tissues, particularly liver and 
kidney (Gajdusek, Nature, 1957, 179, 666; Abstr. Wid 
Med., 1957, 22, 245). In a further study of this auto- 
immune complement-fixation reaction the authors have 
eXamined a large number of specimens of serum from 
healthy subjects and patients suffering from various 

s. 

Of 486 normal subjects, only 3°% gave a positive re- 
action (that is, in a titre of 8 or more) and in none did 
the titre reach 64. Among 28 cases of disseminated 
lupus erythematosus there were 22 positive reactors, 7 
of them in a titre of 64 or more; of the 6 patients with a 


Regative reaction, 4 were either in remission or had very ~ 


mild disease and in 2 the lack of immunological reactivity 
might have been due to the presence of uraemia and a 
low serum y-globulin content. Of 106 cases of acute 
Viral hepatitis, 35 gave a transiently or weakly positive 
Teaction (a titre of 4 or 8), while the percentage of positive 
Teactors was the same as that in normal individuals. 


There were 5 positive reactors among 24 cases of chronic 
active hepatitis, presumably post-viral, and 4 among 10 
cases of lupoid hepatitis. No striking increase in 
reactivity was noted in rheumatic fever (11 cases), 
rheumatoid arthritis (26), dermatomyositis (5), or 
glomerulonephritis (23). Of 43 patients with carcinoma, 


- 4 gave a positive reaction and 3 of these had gastric 
carcinoma; in one the reaction became negative after 


resection of the tumour. The incidence of positive 
reactions was relatively rather high in patients with blood 
disorders—3 out of 35 with anaemia (all types) or leu- 
kaemia, 3 out of 10 with multiple myeloma, and 2 out 
of 14 with macroglobulinaemia. In 5 cases in which 
the serum reacted in high titre it was possible to carry 
out tests against antigens prepared from the patient’s 
own tissues, and in every case reactivity to these antigens 
was found to be low or absent. 

Two possible mechanisms for the production of auto-~ 
antibodies are discussed: (1) cell damage might alter a 
cell component so as to make it antigenic or might allow 
normally inaccessible body components to come into 
contact with antibody-forming tissue, or (2) an altera- 
tion in the antibody-forming tissues, possibly a somatic 
mutation, might lead to normally accessible body com- 
ponents being treated as foreign, or to the manufacture 
of abnormal globulins having antibody activity as an 
accidental consequence of their structure. 

M. C. Berenbaum 


EXPERIMENTAL PATHOLOGY 


708. A Study of the Vascular Tumours of the Eye by 
Means of Tissue Culture. (HsyyeHue onyxoneii cocy- 
AMCTOrO TpakTa rasa MCTONOM KYJIbTYp TKaHH) 


E. F. LevKoeva and S. S. RAKOVA. A pxue ITamonoeuu 
[Arh. Patol.| 20, 42-52, No. 8, 1958. 11 figs., 5 refs. 


In a study undertaken at the Helmholtz Institute of 
Ophthalmology, Moscow, in an attempt to elucidate the 
real nature of the so-called “‘ melanosarcoma ” of the 
eye, samples of tissue from 60 varied types of vascular 
tumour of the eye were cultured in Carrell’s flasks. 
The 11 adequate illustrations accompanying the paper 
support the authors’ conclusion that the tumours studied 
were not sarcomata at all, but rather were neuroglial 
in nature. In the early stages of growth in the tissue 
culture many tumours resembled mesenchymal tissue, but 
these appearances were later superseded by the develop- 
ment of features of neuroglial cells. A. Swan 
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709. The Relationship between Edema, Blood-Brain- 
barrier and Tissue Elements.in a Local Brain Injury 

I. Kiatzo, A. Prravux, and E. J. Laskowski. Journal of 
Neuropathology and Experimental Neurology [J. Neuro- 
path. exp. Neurol.) 17, 548-564, Oct., 1958. 26 figs., 
8 refs. ; 


In an attempt to clarify the morphological changes 
which accompany cerebral oedema and the changes in 
permeability of the so-called blood-brain barrier with 
which it is associated the authors, working at the National 
Institute of Neurological Diseases, Bethesda, Maryland, 
have studied the effects produced by sudden local freezing 
of the cerebral cortex inthe cat. At various times follow- 
ing the injury sodium fluorescein was injected intra- 
venously about one hour before the animal was killed. 
The methods are described. 

They found that oedema and reactive changes in the 
cytoplasm of astrocytes could be detected 6 hours after 
the freezing injury, but that the fluorescein did not leak 
into the brain substance until 18 hours later. An 
increase in the amount of material positive to periodic- 
acid—Schiff staining and considered to be glycoprotein 
in nature appeared in the cytoplasm of reactive astrocytes. 
After 72 hours leakage of the fluorescein was restricted 
to the area of necrosis and there was an intense increase 
in the number of astrocytes in and around the damaged 
site. In the discussion of these findings the importance 
of the glial membranes around the vessels is stressed. 

J. B. Cavanagh 


710. Importance of Ischemic Damage to Small Vessels 
in Experimental Cerebral Infarction 

J. S. Meyer. Journal of Neuropathology and Experi- 
mental Neurology {J. Neuropath. exp. Neurol.) 17, 571- 
585, Oct., 1958. 8 figs., 23 refs. 


This paper from Harvard Medical School reports a 


‘further addition to the author’s series of experimental 


studies on vascular injury to the brain (New Engl. J. Med., 
1958, 258, 151; Abstr. Wild Med., 1958, 24, 141). In the 
present study the middle cerebral artery of 11 monkeys 
and 8 cats was occluded and the subsequent events in 
the brain were studied by direct observation through a 
“* perspex” window let into the skull. Polarographic 
recordings of the cerebral oxygen tension were also made 
and post-mortem histological studies carried out at vari- 
ous times after the experiment, the effects of anticoagulant 
drugs and depressants of the blood pressure being par- 
ticularly observed. 

Simple occlusion of the middle cerebral artery resulted 
in transient or permanent hemiplegia of very variable 
degree and amounts of brain damage varying up to 
extensive necrosis. There was a direct and reproducible 
relation between the amount by which the blood pressure 
was lowered and the extent of the damage. Infarction 
could be induced several days after the operation by 
jowering the blood pressure, its severity depending on 
the adequacy of the collateral circulation which was 
established. The functional adequacy of this collateral 
supply depended to a large extent upon the amount of 
ischaemic damage and the resulting changes in the small 
vessels of the terminal vascular network along the 


“ watershed ” zone at the junction of areas supplied by 
the principal collateral vessels. Anticoagulant drugs 
reduced the amount of platelet thrombosis in these 
vessels, but also, however, incteased their tendency to 
produce small haemorrhages. J. B. Cavanagh 


711. Estimation of Free Amino-acids and Amines in 
the Brain and Liver of Normal and Hypoxic Animals by 
Means of High-tension Electrophoresis. (Untersuchun- 
gen uber freie Aminoséuren und Amine in Gehirn und 
Leber unter Anwendung der Hochspannungselektro- 
phorese bei Normaltieren und nach Hypoxie) 

R. Hemmer. Archiv fiir Psychiatrie und Nervenkrank- 
heiten [Arch. Psychiat. Nervenkr.| 197, 433-448, 1958, 
7 figs., bibliography. 


Working at the Neurosurgical Clinic of the University 
of Freiburg, the author has used the method of high- 
tension electrophoresis in the chromatographic analysis 
of the brain and liver of cats. His main interest was in 
the nitrogenous substances of low molecular weight. 
He found considerable differences between the brain and 
liver of normal animals in respect of their content of 
amino-acids and especially of substances with effect on 
the blood pressure, the brain being much richer in amino- 
acids than the liver. Subjection of the animals to 
repeated periods of anoxia of short duration or to hypoxia 
by the administration of 7°% oxygen for 3. hours resulted 
in an increased concentration in the brain of acetyl- 
choline and rélated substances, while in the liver there 
was an accumulation of substances lowering the blood 
pressure and of neutral and acid amino-acids and pep- 
tides. The changes in the liver were much more marked, 
and it is suggested that they were signs of increased pro- 
teolysis and possibly the precursors of damage to th 
liver parenchyma. W. Mayer-Gross © 


712. The Sequence of Vascular Events in Early Infective 
Inflammation 

J. F. Burke and A. A. Mices. Journal of Pathology and 
Bacteriology {J. Path. Bact.| 76, 1-19, 1958. 10 figs., 
23 refs. 


A study of the inflammatory reaction to infection, here 
reported from the Lister Institute of Preventive Medicine, 
London, showed that in each of the infections in the skin 
of guinea-pigs induced by 6 out of 9 different washed 
pathogenic organisms (Staphylococcus aureus, Strepto- 
coccus pyogenes, Corynebacterium ovis, Clostridium 
welchii, Pseudomonas aeruginosa, and Escherichia coli) 
which were injected in graded doses to produce a mature 
lesion 8 to 10 mm. in diameter at 24 hours the time course 
of the vascular reactions was similar. Both capillary 
permeability (indicated by blue exudation following the 
intravenous infusion of 5°%% pontamine sky blue 6X 
solution) and vascular endothelial stickiness (indicated 
by the use of saccharated iron oxide) increased and de- 
creased in a diphasic pattern. In the first permeability 
phase a transient increase and decrease occurred during 
the first half-hour, but this bore no obvious relationship 
to the dose of bacteria injected or to the severity and 
extent of the subsequent inflammatory reaction. In the 
second phase a larger increase both in area and intensity 


and tk 
colloi 
to eit 
conclht 
events 


began 
hours. 
the les 
to a te 
fully i 
maxim 
the 
clined 
4 bility, 
| ’ of nec! 
In 1 
bacteri 
similai 
Proteu 
only tk 
bility ; 
sis, wh 
Te the ev 
by the 
also gi 
Althor 
with 
crease 
tinued 
perme 
crease 
hours 
obser 
a centre 
q in nec 
= The 
| decisi 
713. 
Inflam 
A.A. 
Bacte. 
26 ref 
regarc 
inflarr 
of Pre 
tory r 
Pigs 
teus 
toxin, 
Staph 
Inthe 
rende 
| obser 


PATHOLOGY 


began after one hour and reached a maximum at 3 to 4 
hours. At this time the region affected varied directly 
with the size of the dose, a change in the diameter of 
the lesion of 3 to 4 mm. being approximately equivalent 
to a tenfold change in stimulus, but the diameter of the 
fully indurated lesion at 24 hours was equal to that of the 
maximum area of increased capillary permeability. By 
the 6th hour the area of increased permeability had de- 
dined to a central region of persisting increased permea- 
bility, the area of which coincided with the ultimate area 
of necrosis at 24 hours. 

In reactions induced with Proteus vulgaris, Coryne- 
bacterium diphtheriae, and Listeria monocytogenes a 
similarly timed diphasic response was induced, but in the 
Proteus infection the diameter of the mature lesion was 
only three-fifths of that indicated by the increased permea- 
bility; also there was little residual blueing and no necro- 
sis, whereas in the infections with the other two pathogens 
the eventual induration was 2 to 3 times that indicated 
by the maximum blueing, and the area of necrosis was 
also greater than that indicated by the residual blueing. 
Although initially the tissue response as judged by the 
degree of leucocytosis varied with the organism injected, 
with increasing capillary permeability leucocytosis in- 
creased strongly until the 3rd hour and thereafter con- 
tinued to increase slightly until the 6th hour, even though 
permeability was already decreasing. Induration in- 
creased steadily from the 3rd hour onwards and at 24 
hours was far greater than that of the corresponding 
maximum permeability lesion at 4 hours. No evidence 
of thrombosis of the blood or lymphatic vessels was 
observed during the first 5 hours after infection, although 
subsequently lymphatic occlusion tended to occur at the 
centre of lesions and occlusion of all vessels was evident 
in necrotic regions at 24 hours. 

The findings suggest that the classic sequence of events 
in early acute infective inflammation develops after the 
decisive bactericidal period of 2 hours after infection, 
and that increased capillary permeability to blood-borne 
colloidal dyes is not necessarily an index of permeability 
to either cells or fluid from the blood. The authors 
conclude that much more precise investigation of the 
events of early inflammation is needed. A. Ackroyd 


113. The State of Lymphatic Capillaries in Acute 
Inflammatory Lesions 

A. A. Mites and E. M. Mires. Journal of Pathology and 
Bacteriology [J. Path. Bact.| 76, 21-35, 1958. 12 figs., 
26 refs. 


In order to test the validity of Menkin’s hypothesis 
regarding the role of the lymphatic capillaries in acute 


inflammation the authors, working at the Lister Institute. 


of Preventive Medicine, London, have induced inflamma- 
tory reactions in the skin of the ears of mice and guinea- 
Pigs by the intracutaneous injection of turpentine, Pro- 
teus vulgaris endotoxin, Corynebacterium diphtheriae 
toxin, Clostridium. welchii « toxin, living Cl. welchii, 
Staphylococcus aureus, and a pyogenic coccobacillus. 
Inthe mouse, occlusion of the lymphatic plexus, which was 


tendered visible by the micro-injection of indian ink, was. 


observed only at the centre of the mature lesion and sel- 
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dom exceeded 25% of the total area of pronounced 
inflammation. Only lymphatic channels traversing 
regions undergoing coagulative necrosis were blocked. 
In mature staphylococcal abscesses in the skin of the 
guinea-pig’s ear abundant living cocci could be demon- 
strated in the inflamed tissue well outside the central 
area of lymphatic occlusion, while in early staphylococcal 
and streptococcal lesions no lymphatic occlusion was 
observable during the first 5 hours after infection, this 
being the decisive period during which the maximum 
size of the local lesion and the degree of systemic general- 
ization of the infection is largely determined. 

The authors conclude that while the trapping of living 
pathogens in the central region of an infective focus by 
lymphatic occlusion (occurring as part of a generalized 
coagulative necrosis) may be of some defence value, 
Menkin’s hypothesis of lymphatic blockade as an 
effective peripheral defence mechanism against the 
spread of local infection is not supported by these 
findings. A. Ackroyd 


CHEMICAL PATHOLOGY 


714. Observations on the Bromide Partition Test in the 
Diagnosis of Non-purulent Meningitis 

V. S. Nico. and H. T. Fawns. Archives of Disease in 
Childhood [Arch. Dis. Childh.| 33, 440-444, Oct., 1958. 
2 figs., 4 refs. 


The bromide partition test described by Taylor et al. 
(Lancet, 1954, 1, 700; Abstr. Wild Med., 1954, 16, 293) 
was used in the diagnosis of 26 cases of non-purulent 
meningitis at the Worcester Royal Infirmary. The test 
consists in the determination of the ratio between the 
bromide content of the serum and that of the cerebro- 
spinal fluid after administration of a test dose of bromide 
by mouth or intravenously, the normal value being 
above 1:65. In cases of tuberculous meningitis there is 
an early fall in the ratio, with a return to normal when the 
infection is brought under control. The ratio is not 
affected by other forms of non-purulent meningitis. 
The method used for estimation of the bromide was that 
of Hunter (Biochem. J., 1953, 54, 42) which, though 
somewhat time-consuming, appeared to give a satis- 
factory degree of accuracy, the recovery rate of bromide 
added to serum in a concentration of 10 mg. per 100 ml. 
ranging from 97 to 104%. 

Tuberculous meningitis was diagnosed clinically in 6 
of the cases, in all of which the bromide partition test 
provided useful confirmation, the ratio varying from 0-86 
to 1:38. The diagnosis was subsequently proved by 
isolation of tubercle bacilli or the development of . 
choroidal tubercles in 5 cases, while the sixth followed a 
typical course. A seventh case is mentioned which was 
thought at first to be one of tuberculous meningitis and 
was treated as such. On the evidence of a bromide 
ratio of 1-72, however, the treatment was discontinued 
and the diagnosis later changed to one of mumps en- 
cephalitis. The test was repeated during treatment in 3 
of the tuberculous cases and the ratio shown to rise with 
clinical improvement. 
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Among the 20 cases of non-tuberculous meningitis 
2 false positive results (1-09 and 1-40) were obtained, but 
as the patients were obviously improving no specific 
treatment was given and recovery was uneventful. 
Repeat estimations in these cases gave figures of 2-40 
and 1-36 respectively. The test was found to be particu- 
larly useful in excluding the diagnosis of tuberculosis in 
6 cases in which there was a family history of that 
disease. In one case of cerebellar tuberculoma with 
rising intracranial pressure the ratio was 2:18 and in a 
case of miliary tuberculosis it was 1-93, but in neither 
were the meninges involved. 

The authors conclude that “* taken in conjunction with 
the clinical findings, the bromide partition test appears 
to be a valuable adjunct in the early diagnosis of tuber- 
culous meningitis and may prove also to be a useful 
criterion for following the course of clinical improve- 
ment ”’. G. Clayton 


715. The Origin of the Abnormal Proteins in Multiple 
Myelomatosis: New Data Derived from Immuno-electro- 
phoresis of the Bone Marrow. (L’origine des protéines 
pathologiques dans le myélome multiple: données 
nouvelles apportées par l’immuno-électrophorése de la 
moelle osseuse) 

H. Serre, C. JaFFIOL, and J. C. DAUVERCHAIN. Revue 
du rhumatisme et des maladies ostéo-articulaires (Rev. 
Rhum.) 25, 531-542, July—Aug. [received Oct.], 1958. 
12 figs., 17 refs. 


At the University of Montpellier the authors have 
studied the problem of the origin of the abnormal serum 
globulins in multiple myeloma. They aspirated bone 
marrow from a myelomatous deposit in the humerus of 
a 57-year-old woman, washed the marrow cells repeatedly 
to remove the plasma, and demonstrated the absence of 
any trace of plasma by immune diffusion and electro- 


. Phoretic techniques. The cellular proteins were then 


liberated by incubating the washed marrow cells with 
hypotonic saline (2 g. per litre) at 0° C. for 12 hours, 
shaking frequently, and finally centrifuging for 10 


minutes at 1,000 r.p.m. at 0°C. The supernatant was _ 


lyophilized to concentrate the protein, taken up in 0-2 
ml. of distilled water, and analysed by paper electro- 
phoresis and immune electrophoresis in parallel with the 
patient’s serum. In this way the presence of the same 
pathological globulin in both the marrow cells and 
serum was demonstrated. 

From this, and taking into consideration the histo- 
logical and histochemical findings of Japanese workers, 
the authors conclude that the abnormal serum globulin 
in multiple myeloma probably arises from the plasma 
cells. Victor M. Rosenoer 


716. Effects of Certain Anticoagulants on Serum Enzyme 


Activity 

F. WrosLewskI and C. Manso. Journal of the American 
Medical Association [J. Amer. med. Ass.) 167, 2163-2168, 
Aug. 30, 1958. 6 figs., 7 refs. 


An increase in the serum glutamic oxalacetic trans- 
aminase (S.G.O.T.) level has been observed to follow 
the use of drugs affecting hepatic function. In this paper 


from the Sloane-Kettering Institute, New Y. 
authors draw attention to rises in the S.G.O.T., serum 
glutamic pyruvic transaminase (S.G.P.T.), serum lactic 
dehydrogenase (S.L.D.), and serum glutathione reductase 
levels after administration of bishydroxycoumarin 
(dicoumarol) and ethyl biscoumacetate (“* tromexan 
and point out that such a finding could lead to the 
erroneous diagnosis of further necrosis in patients being 
treated with anticoagulants after myocardial infarction, 

A single dose of 200 mg. of dicoumarol did not affec 
transaminase activity in a subject whose liver was clinic- 
ally healthy, but produced an increase in S.G.O,7. 
activity to 52 units and in S.G.P.T. activity to 60 units 
in a patient with “ congestive hepatomegaly ” and also 
in a cirrhotic patient with slightly increased values for 
transamine activity. These changes were not prevented 
by the concomitant administration of sufficient vitamin 
K to keep the prothrombin time normal. However, 
after myocardial infarction no elevation of S.G.PT, 
activity is usually observed unless the S.G.O.T. value is 
over 150 units, whereas toxic hepatitis due to drugs is 
characterized by an increase in S.G.P.T. activity which 
exceeds the rise in S.G.O.T. activity. A number of 
figures and tables illustrate the serial alterations in serum 
enzyme activity, together with other relevant data, in 
various patients following the administration of aspirin, 
pyrazinamide, and dicoumarol, and in those with myo- 
cardial infarction treated with and without anti- 
coagulants. 

It is concluded that significant alterations in $.G.O.T, 
S.G.P.T., and S.L.D. levels may be caused by adminis- 
tration of dicoumarol and ethyl biscoumacetate. 
Since increase in serum enzyme activity occurs inde- 
pendently of any prolongation of prothrombin time, 
these hepatic ‘effects of anticoagulant drugs are pre- 
sumably unrelated to their effect on prothrombin time. 
Simultaneous estimation of S.G.O.T. and S.G.P.T. 
activity may be helpful in differentiating drug-induced 
changes from those due to myocardial necrosis. 

Celia Oakley 


717. The Proteinuria of Renal Tubular Disorders 
E. A. BuTier and F. V. FLrynn. Lancet [Lancet] 2, 
978-980, Nov. 8, 1958. 2 figs., 32 refs. 


The proteins excreted in the urine of 21 patients suffer- 
ing from diseases associated with renal tubular dysfunc- 
tion were analysed by paper electrophoresis at University 
College Hospital, London, and the findings compared 
with those in control specimens from 39 patients with 
other more common forms of proteinuria, 40 patients 
with multiple myeloma, and 7 healthy adults. The total 
protein in fresh samples of urine was estimated by the 
method of Kingsbury et al. (J. Lab. clin. Med., 1926, Ul, 
981), the urine then being concentrated by dialysis "to 
about 3 g. of total protein per 100 ml., and analysed 
qualitatively by the paper electrophoresis method of 
Flynn and de Mayo (Lancet, 1951, 2, 235). Albumin 
was the predominant protein in the urine of patients free 
from renal tubular disorders except those with multiple 
myeloma and those with an increased serum y-globulin 
level. In multiple myeloma there was usually a single 
peak in the B- to y-globulin region. In patients with 
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renal tubular dysfunction and 15 mg. (or more) of pro- 
ein per 100 ml. of urine a distinctive pattern, the ** tubu- 
lar proteinuria” pattern, was seen, in which the a- 


gobulin level was equal to, or greater than, the albumin . 


level. The origin of this type of proteinuria, which 
appears to be peculiar to renal tubular disorders, is 
discussed. J. E. Page 


118. Estimation of Blood-urea. A Rapid Micro Method 
D. WATSON and D. A. H. Pratr. Lancet [Lancet] 2, 
1088-1089, Nov. 22, 1958. 1 fig., 11 refs. 


The authors, at Derbyshire Royal Infirmary, have 
devised a technique for the semi-quantitative assay of 
wea in biological fluids which, they claim, will reduce 
the cost of estimating urea values to about one-quarter 
of that of standard methods. When a sample of fluid 
mixed with crude urease is heated in a hot-air oven, 
liberated ammonia produces a grey stain on filter paper 
impregnated with manganese and silver nitrate covering 
the reaction tube. Urea concentration is proportional 
tothe diameter and intensity of this spot, which is com- 
pared with that produced by standard solutions set up 
atthe same time. The authors state that this simple test 
can be used with as little as one drop of capillary blood, 
urine, or other body fluid. M. Sandler 


719. Use of the Nile Blue Reaction in Diagnosis of 
Steatorrhea 

M.J. DeMoLe and E. M. Howarp. American Journal of 
Digestive Diseases [Amer. J. dig. Dis.] 3, 549-556, 
July, 1958. 1 fig., 8 refs. 


Commenting on the inaccuracy of the results obtained 
in estimating the fat content of the stools by the micro- 
scopical examination of faecal smears, the authors 
describe studies carried out at the University of Geneva 
which showed that there was no correlation between the 
results of microscopical examination of 59 smears of 
%4-hour stool collections and their chemically deter- 
mined fat content. On the other hand a good correla- 
tion was established between the results of chemical 
analysis and those of the Nile blue test. The authors 
report the results of 140 tests on the stools of 79 patients 
with microscopically detected faecal fat in order to 
demonstrate the practical accuracy of the test. [How- 
ever, as no results of the chemical analyses are given, it 
is impossible to evaluate their findings.] 

The Nile blue test is carried out by adding to 1 ml. 
of a 10°% faecal suspension in a test-tube 1 ml. of water, 
2 drops of 10°% hydrochloric acid, one drop of saturated 


ammonium oxalate solution, and boiling briefly. After 


cooling, the liquid is poured into a small beaker, the 
tube washed with 2:5 ml. of 20°% sodium carbonate, 
the washings added to the beaker, and the volume made 
up to 20 ml. with water. Lastly 1 ml. of 0-05% Nile 
blue solution is added, the solutions mixed, and the 
colour read at once, since it fades within half an hour. 
A negative reaction is indicated by pink, turning grey, 
4 weakly positive reaction by a blue-grey colour, a 

Positive reaction by azure blue, and a strongly positive 
teaction by royal blue. M. Lubran 
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720. Lipaemia and Blood Coagulation with Special 
Reference to the Stypven Technique 


N. F. MacraGan, J. D. and C. Curtis. 
Lancet [Lancet] 2, 865-869, Oct. 25, 1958. 3 figs., 
17 refs. 

The authors of this paper from Westminster Medical 
School, London, first emphasize the need for a modifica- 
tion of the technique of determining the “‘ stypven ” time 
—that is, the plasma clotting time accelerated by Russell 
viper venom—after ingestion of fat. It appears that the 
time lag between the addition of the venom and the 
calcium chloride allows lipolytic action of the venom to 
affect the phosphatide fraction of the plasma fats, with 
the production of lysophosphatides which lengthen the 
clotting time and thus obscure the shortening effect of 
the fats themselves. They then describe an “ instan- 
taneous ”’ technique in which the venom and the calcium 
chloride are added simultaneously, and report the results 
obtained with this in 7 volunteers, aged 21 to 53 years, 
who were given 14 to 42 g. of fat. There was accelera- 
tion of the stypven time in all, the magnitude of the fall 
being related to the amount of fat consumed and the 
degree of lipaemia produced. As little as 14 g. of fat 
had an appreciable effect and larger amounts caused up 
to 50% shortening of the clotting time. A. Brown 


721. The Ultrastructure of a ‘‘ Fibrillar Formation ”’ of 
Leukemic Human Blood 

J. A. FREEMAN and M. S. SAamuELs. Blood [Blood] 13, 
725-731, Aug., 1958. 6 figs., 6 refs. 


In an investigation at the Louisiana State University 
School of Medicine, New Orleans, a fibrillar structure 
was observed in the cytoplasm of peripheral blood cells 
from 3 out of 23 cases of acute leukaemia. In one case 
of acute monocytic leukaemia approximately 75% of . 
the blast cells contained this fibrillar structure. It is 
barrel-shaped and composed of fibrils which are wavy 
and arranged in whorls leaving a cylinder open at both 
ends. A granular component is enclosed. Although 
isolated fibrils have been observed in leucocytes of 
normal blood and bone marrow and in the blood cells 
of animals, the barrel-shaped organoid has been seen 
only in the blast cells and premyelocytes of leukaemic 
blood. A sequence of development in leukaemic blood 
is suggested, from single fibrils through crescentic forms 
to whorls, but the significance i is entirely unknown. 

Mary D. Smith 


722. Cytochemical Studies of Glycogen Content of 
Lymphocytes in Lymphocytic Proliferations 

W. J. Mirus, L. J. BerGna, I. B. MEDNICOFF, and W. 
DamesHeK. Blood [Blood] 13, 748-756, Aug., 1958. 
4 figs., 8 refs. 

The glycogen content of the lymphocytes of 44 cases 
of various lymphocytic proliferations was studied using 
a semiquantitative cytochemical technic. The lympho- 
cytes of chronic lymphocytic leukemia and of lympho- 
sarcoma (with one exception) showed greatly increased 
glycogen content. In acute lymphocytic leukemia and 


rk, the 
1 lactic 
Juctase 
umarin 
xan”, 
being 
irction, 
t affect 
Clinic. 
0 units 
1d also 
Jes for 
vented 
‘itamin 
wever, 
G.P.T, 
alue is 
rugs is 
which 
ber of 
serum 
ata, in 
spirin, 
| myo- 
anti- 
.O.T,, 
cetate. 
inde- 
time, 
pre- 
time. 
3.P.T. 
duced 
cley 
et] 2, 
suffer- 
sfunc- 
/ersity 
pared 
with 
tients 
> total 
yy the 
sis to 
lysed 
of | 
yumiN 
s free 
iltiple 
ybulin 
single 
with 


230 


in one case of lymphosarcoma the glycogen content was 
low. The presence or absence of lymphosarcoma cells 
in the peripheral blood in cases of lymphosarcoma made 
no difference in the total score. The difference between 
the glycogen-positive “‘ lymphosarcoma cell” and the 
glycogen-negative lymphoblast is apparently due to the 
greater maturity of the cytoplasm of the lymphosarcoma 
cell (which results from an asynchronism of nucleocyto- 
plasmic maturation) and immaturity of the cytoplasm 
of the lymphoblast. 

Three cases of benign lymphocytosis with atypical 
lymphocytes in the peripheral blood gave increased 
values. One case with atypical lymphocytes had normal 
values and 2 cases of lymphocytosis with morphologically 
normal lymphocytes also had normal values. It is 
concluded that the increase of glycogen in lymphocytic 
cells is due to an over-all proliferation of the lympho- 
cytes and is not necessarily related to malignancy per se. 
—[Authors’ summary.] 


723. The Leucocyte Sedimentation Rate in Lympho- 
sarcoma, Reticulosarcoma, and Hodgkin’s Disease. (La 
velocita di sedimentazione dei globuli bianchi nel linfo- 
e reticulosarcoma e nel linfogranuloma maligno) 

L. E. LusvArGHI, and C. PASQUINELLI. 
Minerva medica [Minerva med. (Torino)| 49, 2856-2861, 
July 21, 1958. 4 figs., 4 refs. 


In the investigation here reported from the University 
of Modena the sedimentation of leucocytes suspended 
in their own plasma after removal of the erythrocytes 
was measured after one and 2 hours by the method 
described by Storti et al. (Haematologica, Suppl. 41, 
1956) and the leucocyte sedimentation index (L.S.I.) 
calculated (L.S.I.=4 (mm. fall in hour)+4 (mm. fall in 
2 hours)) in normal subjects and patients with various 
blood diseases. The mean L.S.I. in 300 normal subjects 
was 13-58 (S.D. 4-93). In 12 patients with lympho- 
sarcoma or reticulosarcoma the L.S.I. was within normal 
limits, the mean value being 12°81 (S.D. 7-01), although 
the erythrocyte sedimentation rate (E.S.R.) was raised 
in most cases. In 13 patients with Hodgkin’s disease in 
remission, in whom the E.S.R. was normal or only 
slightly increased, the L.S.I. was normal (mean 15-86, 
S.D. 3-99), whereas in 13 patients with the disease in an 
active phase and an increased E.S.R. the L.S.I. was 
increased (mean 41-53, S.D. 10-62). The L.S.I. in 10 
cases of lymphoreticulosarcoma was not affected by 
x-ray treatment or chemotherapy, which caused the 
E.S.R. to fall to normal. In 10 patients with active 
Hodgkin’s disease given similar treatment the L.S.I. fell 
to normal within 30 days, followed less rapidly by the 
E.S.R. M. Lubran 


724. Proposal for a Certified Standard for Use in 
Hemoglobinometry—Second and Final Report 

R. K. CANNAN. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med. 52, 471-476, Sept., 1958. 
14 refs. 


In 1954 the Division of Medical Sciences of the U.S. 
National Academy of Sciences—National Research 
Council organized an *‘ Ad Hoc Panel for the Establish- 
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ment of a Hemoglobin Standard”. In addition to 
representatives of various American organizations and 
of the National Research Council of Canada the Pane| 
had the cooperation of Professor E. J. King of the Pos. 
graduate Medical School of London. The sevyergj 
photometric methods of haemoglobinometry in current 
use were reviewed, and the measurement of haemoglobin 
as cyanmethaemoglobin was considered to be the most 
promising, offering the following advantages. (1) A 
simple and accurate micromethod with a single reagent 
has been described by Drabkin and Austin (J. biol, 
Chem., 1932, 98, 719, and 1935, 112, 51). (2) The US. 
Army has already carried out extensive field trials of the 
method and has considerable experience of its use, 
(3) Oxyhaemoglobin, reduced haemoglobin, carboxy. 
haemoglobin, and methaemoglobin are all determined 
by this method, the only important exception being 
sulphaemoglobin; the number of forms of haemoglobin 
measured is thus greater than by most other techniques 
in which the haemoglobin is measured as a complete 
molecule. (4) The colour of cyanmethaemoglobin js 
suitable for measurement in filter-type photoelectric 
colorimeters. (5) Solutions of cyanmethaemoglobin for 
use as standards have been found by the U.S. Army to 
be stable when stored in a refrigerator, provided bacterial 
contamination is avoided. 

The principal final recommendations of the Panel, 
arrived at after several years of testing and field trials, 
are as follows. (1) That cyanmethaemoglobin tb 
adopted as a standard in clinical haemoglobinometry. 
(2) That the standard be defined as having an extinction 
coefficient of 11-5 at a wavelength of 540 my and witha 
light pathway (d) of 1 cm., the haemoglobin concentra- 
tion being 1 mg. atom of iron per litre. (3) That the 
iron content of haemoglobin (molecular weight 16,520 
per g. atom of iron) be taken as 0-338°% (w/w), and that 
a factor of 1-652 be used in converting millimoles of 
haemoglobin per litre into mg. per 100 ml. (4) That the 
standard be distributed as a single solution containing 
not less than 55 mg. of cyanmethaemoglobin per litre, 
in brown glass containers, and in sterile condition 
(5) That standard solutions should not be used mor 
than 9 months after preparation. H. Lehman 


725. Negative L.E.-cell Phenomenon in True Systemic 
Lupus Erythematosus 

P. ForMINE and F. vAN SoEREN. Lancet [Lancet] 2, 
1206-1207, Dec. 6, 1958. 3 refs. 


In this paper from the University of Amsterdam the 
authors emphasize that the presence of free-acting com- 
plement is essential for L.E.-cell formation. They 
describe a case of systemic lupus erythematosus proved 
at necropsy in which the L.E.-cell reaction was negative 
and anticomplementary substances were discovered if 
the serum on performance of the Wassermann reaction. 
Since complement is necessary for leucocyte movements, 
they suggest that the phagocytic phase of the L.E.-c#l 
phenomenon may have failed to take place in this ca® 
because of the lack of free-acting complement. It 
support of this hypothesis they cite the following ev 
dence. (1) On the addition of excess fresh human cotr 
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t to the patient’s serum the L.E.-cell reaction 
became positive. (2) The addition of the patient’s 
srum to serum giving a strongly positive L.E.-cell 
reaction inhibited the phenomenon. (3) A mixture of 
washed leucocytes, washed nuclei, and heat-inactivated 
LE. serum failed to produce L.E. cells until fresh com- 
plement was added. 

The authors recommend that in cases suggestive of 
lupus erythematosus but with a negative L.E.-cell 
reaction the test should be repeated with added fresh 
human or guinea-pig complement, but not with prepara- 
tions of complement containing Richardson’s fluid, since 
this was found to inhibit L.E.-cell formation. 

M. Wilkinson 


MORBID ANATOMY AND CYTOLOGY 


726. Transforaminal Curet Necropsy of Brain: a New 
Approach to Postmortem Tissue Diagnosis with Case 
History and Discussion 

R. A. MAcHArriz, G. J. HASLAM, J. R. WALSH, and 
I. D. Jones. American Journal of the Medical Sciences 
[Amer. J. med. Sci. 236, 284-289, Sept., 1958. 3 figs., 
3 refs. 


A technique for extracting specimens of brain tissue 
post mortem by means of a Vim-Silverman needle 
through the foramen magnum is described and its adop- 
tion recommended when permission for full necropsy can- 
not be obtained. The value of this method is illustrated 
by an account of its use to establish the diagnosis of 
cerebral cryptococcosis in an otherwise obscure case. 

L. Crome 


727. Encephalitis Presumably of Viral Origin, Associ- 
ated with Massive Necrosis of the Temporal Lobe 

C. L. AsZKANAzyY, M. I. Tom, and L. R. ZeLpowicz. 
Journal of Neuropathology and Experimental Neurology 
[J. Neuropath. exp. Neurol.| 17, 565-570, Oct., 1958. 
4 figs., 8 refs. 


From the Universities of British Columbia and Toron- 
to the authors describe 7 fatal cases of encephalitis 
associated with massive cerebral necrosis, of which 6 
were seen in Toronto and one at Vancouver between 
1944 and 1955. In one patient, a woman aged 53, the 
illness lasted about 4 months, but in the remainder death 
occurred within 1 or 2 weeks of the onset. In most 
cases the onset was abrupt, with fever, headache, nausea, 


and vomiting, often followed by convulsions and in some 


casescoma. The cerebrospinal fluid was under pressure, 
was often opalescent, and contained between 100 and 
1,000 cells, predominantly lymphocytes, per c.mm., and 
from 100 to 500 mg. of protein per 100 ml. 

Post mortem the changes found in the brain were very 
Similar in all the 6 acute cases; in 4 cases the left and 
in 2 the right temporal lobe was the seat of severe 
softening, and there were many petechial haemorrhages. 
Microscopically, these areas showed extensive destruction 
of nerve cells and marked microglial activity, with peri- 
vascular lymphocytic cuffing as a conspicuous additional 
feature. No inclusion bodies were identified. Attempts 
to isolate a virus from the spinal cord of one case demon- 


231 


strated an agent which was cytopathogenic to HeLa 

cells in tissue culture and was neutralized by human 

gamma globulin, but it could not be further identified. 
J. B. Cavanagh 


728. The Significance of Basement-membrane Changes 
in Thyroid Disease 

A. E. Stuart and W. S. A. ALLAN. Lancet [Lancet] 
2, 1204-1206, Dec. 6, 1958. 6 figs., 6 refs. 


Thyroid antibodies have been found in the serum by 
Doniach and Roitt (J. Clin. Endocr., 1957, 17, 1293; 
Abstr. Wild Med., 1958, 23, 450) in Hashimoto’s disease, 
and more recently by other workers in thyrotoxicosis 
and subacute thyroiditis, their presence probably 
being associated with the escape of colloid from the 
follicles into the interstitial tissues. The authors, on the 
hypothesis that the leakage of colloid may be “‘ analogous 
to the escape of protein through the damaged glomerular 
basement membrane in nephritis”, have studied the 
relationship between basement-membrane changes in 
the thyroid gland and the presence of a high thyroid- 
antibody titre. Working at the University of Edin- 
burgh they investigated basement-membrane changes 
in the thyroid gland in 18 cases of thyrotoxicosis (8 with 
high antibody titres and 10 without antibodies), 10 of 
Hashimoto’s disease, and 3 of subacute (de Quervain’s) 
thyroiditis, sections of the gland being stained with the 
modified silver stain described by Slidders et al. (J. Path. 
Bact., 1958, 75, 478). 

Of the 10 glands of thyrotoxic patients without anti- 
bodies, 8 showed no significant basement-membrane 
damage, whereas 7 of the 8 glands from patients with 
high antibody titres (more than 1:5,000) showed exten- 
sive areas of injury. The damage was found to be focal, 
consisting of fragmentation, beading, and duplication 
of the membrane, all these 3 types of damage usually 
being present together. All 10 patients with Hashi- 
moto’s disease had a very high antibody titre and all 
these glands showed injury to the basement membrane 
qualitatively similar to that found in thyrotoxicosis, 
differing only in its more diffuse distribution and greater 
severity. In the cases of subacute thyroiditis coarser 
fragmentation of the membrane was found, and there 
was considerable duplication of the membrane in associ- 
ation with follicles showing giant cells or swollen epi- 
thelium. Only one of these 3 cases had an appreciable 
antibody titre, though all had severe basement-membrane 
changes. Thus, the authors point out, “ in both Hashi- 
moto’s disease and thyrotoxicosis there is a reasonably 
good correlation between pathological changes in the 
basement membrane and the presence of antibodies, 
although some exceptions were found”. They suggest 
that examination of a larger series is needed to deter- 
mine the relationship in subacute thyroiditis. 

In most cases the damage to the basement membrane 
was associated with lymphocytic and plasma-cell infiltra- 
tion, but in a few glands it occurred independently. The 
authors suggest that the damage to the membrane occurs 
first, the resulting escape of colloid through the leaky 
membrane inducing the subsequent inflammatory reac- 
tion. In discussing the significance of these changes the 
authors support the view that failure of the integrity of 
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the basement membrane is the primary defect in Hashi- 
moto’s disease, antibody production being secondary 
to phagocytosis of extravasated colloid. They conclude 
by suggesting that basement-membrane damage may be 
regarded as “‘ the anatomical basis of thyroid-antibody 
formation ”’. I. Berkinshaw-Smith 


729. The Pathology of Hypertensive Pulmonary Vas- 
cular Disease. A Description of Six Grades of Structural 
Changes in the Pulmonary Arteries with Special Reference 
to Congenital Cardiac Septal Defects . 
D. Heatu and J. E. Eowarps. Circulation [Circulation] 
18, 533-547, Oct., 1958. 9 figs., 7 refs. 


The progressive histological changes in the pulmonary 
arteries and arterioles in pulmonary hypertension are 
described on the basis of the findings in 67 cases of 
congenital septal defects of the heart and 2 cases of idio- 
pathic pulmonary hypertension seen at the Mayo Clinic. 

The structural effects are divided into 6 grades, al- 
though it is recognized that there is a gradual change 
from one grade to another. Grade 1 represents the 
earliest changes. In large ventricular septal defects and 
wide patent ductus arteriosus there is medial hypertrophy 
in the arteries and arterioles but no intimal changes. In 
atrial septal defect there is cellular intimal proliferation in 
the smallest muscular arteries and arterioles. In Grade 2 
cellular intimal proliferation is observed in the smaller 
muscular arteries, less than about 300 in diameter, and 
arterioles, possibly occluding the vessel. Grade 3 fol- 
lows with progressive intimal fibrosis in the smaller 
muscular arteries (300 z) and arterioles extending into 
medium-sized arteries (300 to 500 1). The intimal pro- 
liferation seen in early lesions of Grade 3 consists of 
cellular fibrous tissue; later lesions are characterized by 
concentric or eccentric masses of less cellular fibrous 
tissue. Grade 4 represents a change from hypertrophy 
» to progressive, complex, generalized vascular dilatation 
with occlusion by intimal fibrosis and fibro-elastosis. 
As a result of endothelial proliferation and thrombosis 
in these dilated vessels, 3 zones, frequently well defined, 
may be seen. Proximally, there is fibrous tissue con- 
tinuous with that in the intima of the patent muscular 
artery. There is a central zone of proliferative cellular 
endothelial tissue which often assumes a characteristic 
flexiform pattern, and distally there is frequently a 
thrombus. Grade 5 is the stage of dilatation in which 
the vessels show medial as well as intimal fibrosis, and 
vein-like branches of hypertrophied muscular arteries, 
cavernous lesions, and angiomatoid lesions are present. 
Sometimes there is pulmonary haemosiderosis, possibly 
due to diapedesis or rupture of fragile, thin-walled, 
dilated vessels. Grade 6 is the stage of necrotizing 
arteritis and is rarely seen. H. Caplan 


730. Pulmonary Hypertension in Congenital Heart 
Disease 


W. Evans and D.S.Suort. British Heart Journal (Brit. 
Heart J.) 20, 529-551, Oct., 1958. 19 figs., bibliography. 

The pulmonary vasculature was specially examined at 
necropsy in 11 patients in whom a congenital intracardiac 
or aorto-pulmonary communication was complicated by 
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pulmonary hypertension. The congenital anomaly was 
an atrial septal defect in 3 cases, a ventricular septal 
defect in 3, a patent ductus arteriosus in 4, and a common 
aortopulmonary trunk in one case. We have adhered 
to the definition of pulmonary hypertension as a state of 
persistent elevation of the pulmonary arterial pressure 


- sufficient to cause enlargement and ultimately failure 


of the right ventricle, and with characteristic clinical, 
electrocardiographic, and radiological signs. The diag. 
nosis in our patients was made without recourse to 
pulmonary arterial catheterization. 

The changes in the pulmonary arteries among our 11 
cases were uniform, and did not depend on the position 


of the congenital communication. They differed in no- 


important respect from those found in solitary pul- 
monary hypertension or in hypertension associated with 
mitral stenosis. The pulmonary arteriogram showed 
great restriction of the peripheral arterial bed throughout 
the lung. Histological examination demonstrated wide- 
spread obstruction of arteries less than 2 mm. in diameter 
by intimal proliferation in which thrombosis with sub- 
sequent organization played a part. The muscular 
arteries were particularly affected, and in them the intimal 
proliferation, usually in the form of an elastoid reaction, 
was associated with hypoplasia or even aplasia of the 
media. Near occluded arteries there were often large 
collateral channels, which were sometimes filled with 
organizing thrombus. Diffuse arterial contracture was 
frequently seen in the muscular arteries, which were often 
as small as 0-04 mm. in diameter. 

This investigation has established that vascular ob- 
struction accounts for persistent pulmonary hypertension 
in congenital heart disease. In the circumstance, closure 
of the septal defect or ductus arteriosus cannot be cura- 
tive. The presence of such pulmonary vascular disease 
is not directly related either to the age of the patient or 
to the size of the congenital communication. We con- 
clude that there resides in the pulmonary arteries an 
inherent predisposition to the development of arterial 
obstruction leading to pulmonary hypertension.— 
[Authors’ summary.] 


731. Observations Concerning the Pathogenesis of Endo- 
cardial Thickening in the Adult Heart 

E. R. FisHer and E. R. Davis. American Heart Journal 
[Amer. Heart J.] 56, 553-561, Oct., 1958. 3 figs., 9 refs. 


In this study of the pathogenesis of the lesion generally 
known as endocardial sclerosis, carried out at the Uni- 
versity of Pittsburgh, the hearts of 109 unselected 
consecutive adult male patients dying of various causes 
were examined post mortem, the weight being recorded, 
the valves measured, and the thickness of the ventricular 
myocardium determined at its widest portion. The 
degree of endocardial thickening was estimated in fout 
grades (none, mild, moderate, or severe) and its position 
was also noted. The over-all distribution among these 
grades was 39-5, 33-9, 21-1, and 5-5°% respectively. 

Endocardial thickening was found to be six times more 
frequent in the left than in the right ventricle, and when 
mild was almost exclusively confined to the outflow 
tract, whereas moderate and severe degrees of thickening 
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were observed to be diffusely distributed throughout 
the ventricle. This thickening of the endocardium over 
the outflow tract is designated by the authors as “* endo- 
cardial elastomyofibrosis (E.E.M.F.). It was found 
to be more marked in the heavier hearts and twice as 
common in hearts which were also the seat of severe 
coronary atherosclerosis, though there was no direct 
relationship between the degree of such atherosclerosis 
and the degree of E.E.M.F. 

In the light of these results the authors suggest that 
there are in fact two types of endocardial thickening, 
one reparative following myocardial damage and mural 
thrombosis, and the other, which is the result of com- 
pensatory changes, in which there is marked prolifera- 
tion and hypertrophy of elastic and muscular elements. 

J. B. Wilson 


732. Arteries of Intestinal Wall in Systemic Hyper- 
tension 

D. 8. SHorT. Lancet [Lancet] 2, 1261-1263, Dec. 13, 
1958. 3 figs., 3 refs. 


The capacity of the arterial bed of the small intestine 
in systemic hypertension was studied at necropsy at the 
Middlesex Hospital, London, a bismuth oxychloride-— 
gelatin suspension being injected into the. superior 
mesenteric artery at a pressure of 150 to 250 mm. Hg. 
Complete filling of the submucosal arteries down to 0-03 
mm. in diameter was obtained in 6 cases of hyperten- 
sion and in 6 controls. Photographic prints of radio- 
graphs of strips of the intestinal wall showed decreased 
vascularity in 4 of the cases of hypertension; in these 
cases the arterial lumen appeared to taper more abruptly 
than it did in controls. A count of the arteries between 
two standard lines showed that there were fewer arteries 
filled with the contrast medium in cases of hypertension 
than in controls, especially when the number of arteries 
with a lumen 0-06 to 0-2 mm. diameter was compared: 
Histological examination revealed only infrequent slight 
intimal thickening in the submucosal arteries and no 
definite medial hypertrophy. 

These findings indicate that in some cases of established 
hypertension the submucosal arteries of the small intestine 
are in a state of diffuse structural narrowing. It is sug- 
gested that the narrowing of the small arteries in hyper- 
tension may be organic in nature and not due to a 
functional increase in tone. H. Caplan 


733. Pancreatitis in Young Children 
J. Cotuns. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 33, 432-436, Oct., 1958. 6 figs., 7 refs. 


Four cases are described in which acute haemorrhagic 
Pancreatitis was found at necropsy in children under 3 
years old. One was a child of 2 years 9 months admitted 
to the Royal Hospital for Sick Children, Edinburgh with 
burns of 30% of her body surface who developed ab- 
dominal distension, vomiting, and collapse after 10 days’ 
treatment. The others were Bantu children aged 18 
months to 2 years, all of whom were underweight and 
dehydrated, admitted to the African Hospital, Luanshya, 
N. Rhodesia, with a history of diarrhoea and vomiting 
for some days. The typical macroscopic appearances of 
acute haemorrhagic pancreatitis were present in one 
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case only. Microscopically, in all 4 cases the inter- 
lobular ducts of the pancreas were seen to be dilated and 
their lumen occluded by inspissated, laminated, eosino- 
philic material, while some had ruptured. Inflammatory 
reaction with necrosis was evident only at sites of rupture 
and there was no evidence of epithelial metaplasia. 
Most African children suffer from gastro-enteritis at 
certain seasons, many of them at frequent intervals. 
Diarrhoea and vomiting may be, expected to give rise to 
vagal stimulation as well as dehydration, resulting in 
the formation of abnormally viscid pancreatic secretions. 
Furthermore, in the absence of any effort by their mothers 
to coax them to eat, such children will take no food and 
the pancreas receives no stimulus to form a more normal 
secretion. These factors, continued for several days, 
may well cause inspissation of the secretions and the 
formation of foci on which further laminated deposition 
may occur, as in the case of renal calculi. The resulting 
pancreatitis may be confined to a small area and not 
be the direct cause of death. Nevertheless, it is suggested 
that in addition to treatment for dehydration, measures 
to overcome excessive vagal stimulation and to encourage 
normal pancreatic secretion are indicated in all cases of 
severe and protracted diarrhoea and vomiting in very 
young children. G. Clayton 


734. Pathogenesis of Osgood—Schlatter’s Disease 

G. D. Lazerte and I. H. Rapp. American Journal of 
Pathology (Amer. J. Path.] 34, 803-815, July—Aug., 1958. 
11 figs., 8 refs. 


In 1903 Osgood and Schlatter, working independently, 
described lesions which they considered were the result 
of avulsion of part of the tibial tuberosity by the trauma 
of violent quadriceps muscle contraction. Subsequently, 
the condition was grouped with other examples of “ osteo- 
chondritis ”, but it would be fair to say that its causation 
and pathogenesis have remained obscure. 

In the present paper from the Charlotte Memorial 
Hospital, Charlotte, North Carolina, the results are 
described of histological examination of surgical speci- 
mens from 7 cases of Osgood-Schlatter’s disease, in 2 
of which the lesions were bilateral. The ages of the 
patients, all male, ranged from 13 to 17 years. The 
surgical specimens included tendon, ossicle, and under- 
lying bone. A defect in the anterior cortical bone of 
the tibial tuberosity was found in all the cases, and was 
occupied by connective tissue with some osteoid tissue 
and cartilage. In one case of relatively short duration 
the ossicle was the same size as the defect, and appeared 
to have been avulsed from it. In cases of longer duration 
the defect, which was partly filled in by bony proliferation 
at its margins, was smaller than the ossicle. No evidence 
of inflammation or primary aseptic necrosis was observed 
in the tibial tuberosity in any of the cases, but the ossicle 
showed areas of necrosis in some instances. 

From these findings it is concluded that the intra- 
tendinous ossicle in Osgood-Schlatter’s disease is an 
avulsed fragment of the tibial tuberosity; the condition 
is regarded as of traumatic origin and attributed to the 
pull of the quadriceps tendon at the apex of the bony 
tuberosity. H. A. Sissons 
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735. Infectivity of Ribonucleic Acid from Poliovirus in 
Human Cell Monolayers 

H. E. ALEXANDER, G. Kocn, I. M. MOounrtTAIN, and 
O. VAN Damme. Journal of Experimental Medicine {J. 
exp. Med.\ 108, 493-506, Oct. 1, 1958. 1 fig., 17 refs. 


It has been reported by various workers that ribonucleic 
acid (RNA) preparations made from tissues infected in 
vivo can be shown to be infectious in vitro. The suitabil- 
ity of the tissue culture system for study of the infectivity 
of RNA was therefore investigated by the authors using 
HeLa cell and human amnion cell monolayers. 

They showed that the addition to these layers of un- 
diluted RNA, prepared by the method of Gierer and 
Schramm (Nature (Lond.), 1956, 177, 720) from concen- 
trated and partially purified Type-1 and -2 polioviruses, 
induced a confluent sheet of cell destruction, and that 
samples from the affected areas yielded intact virus of 
specific type. While a 30-second contact of the cells 
with RNA sufficed to produce some cytopathic change, 
the maximum effects followed a period of exposure of 
10 to 20 minutes. Seeding of the monolayers with 
undiluted RNA together with purified ribonuclease pre- 
vented the development of cytopathic changes and no 
detectable intact virus could be isolated. Ribonuclease 
had no effect on observed infectivity of intact poliovirus. 

The exposure of undiluted RNA to 1/10 dilution of 
normal monkey serum (pooled or individual samples) 
for 2 minutes resulted in inactivation of its infectivity, 
this being attributable to the action of ribonuclease, the 
level of which in such sera ranged from 0-6 yg. to more 
than 5 yg. per ml. The infectivity of RNA was not 
inactivated by deoxyribonuclease, lysozyme, proteolytic 
enzymes, bovine albumin, or homotypic or normal serum 
globulin. Intact virus was inactivated by homotypic 
serum globulin, but not by normal monkey sera or by 
ribonuclease. Because of the low degree of infectivity 
of RNA when diluted in physiological solutions, most of 
the experiments were conducted with undiluted RNA. 
Later it was found that some divalent cations inhibit 
plaque formation by RNA and that certain anions en- 
hance it. The highest degree of infectivity on dilution 
was obtained with hypertonic salt solutions (1 M sodium 
chloride +0-04 M phosphate, pH 7:2). This experimen- 
tal evidence suggests that poliovirus RNA is the essential 
infectious agent, and that RNA also induces production 
by the cell of protein required for elaboration of type- 
specific whole virus. Joyce Wright 


736. Isolation of Tubercle Bacilli from Homogenized 
Sputum Before and After Concentration ; 

G. T. Coox. Monthly Bulletin of the Ministry of Health 
and the Public Health Laboratory Service [Monthly Bull. 
Minist. Hith Lab. Serv.] 17, 219-221, Sept., 1958. 5 refs. 


It has been suggested that concentration of sputum, and 
especially centrifugation, reduces the number of viable 
tubercle bacilli present. At the Public Health Labora- 
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tory, St. Luke’s Hospital, Guildford, 1,872 specimens of 
sputum with 4% sodium hydroxide were examined 
before and after centrifugation. The sediment afte 
centrifugation was examined microscopically for the 
presence of tubercle bacilli, and cultures put up o 
Léwenstein-Jensen medium were incubated at 37°C. 
for 6 weeks. Of these 1,872 specimens, 1,778 wer 
negative and 94 were positive on microscopical examin- 
tion of stained films of the sediments. Positive cultures 
were obtained from all these positive specimens and 
from 111 of those which were microscopically negative, 
Tubercle bacilli were isolated from the unconcentrated 
material in 90 (95-7°%) of the 94 smear-positive specimens 
and from the concentrated material in 93 (98-9%%). The 
corresponding figures for the 111 smear-negative speci- 
mens were 52 (46-8°%) and 105 (94-6%). 

It is concluded that centrifugation cannot safely be 
omitted in the examination of this type of specimen, 
although the contamination rate among cultures inocu- 
lated before centrifugation is lower than among thos 
inoculated from the deposit. John M. Talbot 


737. Culture of Tubercle Bacilli from Treated and 
Untreated Patients 

P. B. Crone. Monthly Bulletin of the Ministry of Health 
and the Public Health Laboratory Service [Monthly Bull. 
Minist. Hlth Lab. Serv.] 17, 221-224, Sept., 1958. 2 refs. 


The frequency with which tubercle bacilli could be 


patients was the subject of a special study at the Public 
Health Laboratory, Havelock Hospital, Sunderland. 
Specimens of sputum were digested with normal caustic 
soda solution for one hour at 37°C.; the centrifuged 
deposit was washed twice with M/100 phosphate buffer, 
and the final deposit then sown on two Léwenstein- 
Jensen slopes and incubated for 6 to 7 weeks at 37°C. 
In specimens of sputum containing microscopically 
visible bacilli, growth was obtained more rapidly and 
more frequently when the specimen came from an ut 
treated than from a treated case. This finding, as in pre 
vious work, suggests that if tubercle bacilli are visible in 
the sputum from an untreated case it should be possible 
to culture them. John M. Talbot 


738. The Clinical Evaluation of Staphylococcal Anti- 
alpha Haemolysin Titres in Patients’ Sera 

H. ScHWABACHER and A. J. Satssury. Journal of 
Clinical Pathology (J. clin. Path.) 11, 417-420, Sept., 1958. 
3 figs., 11 refs. 


The development of antibodies to the « haemolysi 
and the leucocidin of Staphylococcus aureus was studied 
in 5 patients with infections due to Phage-type 80 of this 
organism. The anti-c-haemolysin titre was found of 
great value in deep-seated infections when no pus was 
available for examination. In 2 patients myelomatosis 
and sarcoma of bone were diagnosed respectively until 
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ahigh haemolysin titre indicated a staphylococcal infec- 
tion. The authors point out that although the leucocyte 
count is more sensitive to momentary changes in the 
patient’s condition, the haemolysin titre was raised or 
remained raised while latent infection was still present. 
Araised anti-a-haemolysin titre was found only when the 
staphylococcal infection was in muscle, bone, or the 
blood stream; the titre was not raised in 15 patients with 
superficial infections due to «-haemolysin-producing 
organisms. The anti-leucocidin titre, also determined 
in these patients, was closely related to the anti-a- 
haemolysin titre, but the variation in the amplitude of the 
anti-leucocidin titre was greater, so that a more dramatic 
rise and fall in titre was observed. R. F. Jennison 


739. Live Anti-mumps Vaccine. I. Results of Tests 
of the Immunogenic Properties of Live Vaccine When 
Administered Intradermally to Susceptible Children. 
[In English] 

A. A. SmoropIntsevy and N. S. KLyATCHKO. Acta 
virologica [Acta virol. (Bratislava)] 2, 137-144, July— 
Sept., 1958. 4 figs., 20 refs. 


The first of these two papers from the Pasteur Institute 
of Epidemiology, Microbiology, and Hygiene, Lenin- 
grad, describes tests carried out with a live attenuated 
anti-mumps vaccine prepared from 5 laboratory virus 
strains which had been attenuated by repeated passaging 
(17 to 40 passages) in chick embryos. 

The vaccine was found to produce no effect when 
applied locally to the buccal mucosa of 10 adult volun- 
teers. The injection of 0-1 ml. of the vaccine into the 
forearm of 90 adult volunteers produced no general 
reaction, but the formation of specific antibodies was 
demonstrated in 40°% of these subjects by haemagglu- 
tination tests and in 70°%% by complement-fixation tests. 
Studies were then carried out on 150 children with no 
history of mumps seen at an infectious diseases clinic 
[the method of selection is not stated]. The children 
were divided into 3 equal age groups, 4 to 6, 7 to 9, and 
10 to 13 years, and the vaccine was injected intrader- 
mally (0-1 ml.) or subcutaneously (0-5 ml. diluted 1:5), 
sometimes in combination with the child’s first anti- 
poliomyelitis vaccination. The children were examined 
before vaccination and followed up for 25 days by 
clinical examination and “‘ repeated routine analyses of 
urine and blood”. No general reactions were observed; 
skin reactions, which occurred at the site of injection in 
most of the children, consisted of an area of erythema 
5 to 30 mm. in diameter, which was maximal 24 hours 
after vaccination and disappeared within 2 or 3 days. 

The immunological effectiveness of the vaccine was 
tested by estimating (by the haemagglutination-inhibition 
test) the specific mumps antibodies in samples of serum 
taken before and 3 weeks after vaccination. Such paired 
sera from 99 of the 150 children showed an increase of 
mumps antibodies in 75°%, the titre increasing 4-fold or 
more in 58%. Antibody production was least marked 
in the youngest age group (41% of 31 children) and the 
titre fell markedly in the 3 months following vaccination, 
but the authors ascribe these facts to the insensitivity 
of the serological tests. Post-vaccination immunity was 
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also tested by noting the skin reaction following the intra- 
dermal injection of mumps virus inactivated by ultra- 
violet irradiation. Of 80 children so tested, only 8 (10%) 
gave a positive reaction (erythema of more than 14 mm. 
in diameter) before vaccination, whereas 81% of 101 
children did so after vaccination, irrespective of age. 
The authors ciaim that ‘* the same proportion of positive 
reactions was maintained for 18 months following 
vaccination ” [but only 33 children were tested after 18 
months, when 61°% gave a positive reaction]. 
I. Berkinshaw-Smith 


740. Live Anti-mumps Vaccine. II. Epidemiological 
Effectiveness of the Immunization of Children with a Single 
Intradermal Injection of Live Anti-mumps Vaccine 

N. S. KiyAtcHKo and A. A. SMORODINTSEV. Acta 
virologica [Acta virol. (Bratislava)] 2, 145-151, July— 
Sept., 1958. 2 figs., 1 ref. 


In this second paper the authors report the results of 
tests of the epidemiological effectiveness of a single 
intradermal injection of the live attenuated anti-mumps 
vaccine described above, as observed in 9,683 children 
(without a history of mumps) aged 3 to 6 years in 157 
kindergartens in Leningrad, of whom 4,116 were immun- 
ized and the other 5,567 served as controls. In the 
18-month period following vaccination the incidence of 
mumps among the vaccinated children was only one- 
tenth of that among the unvaccinated controls (30 
cases in the vaccinated group, 425 in the controls). 
Comparison of the mumps incidence with that among 
children in kindergartens where no vaccination had been 
carried out (“ external controls ””) showed that the inci- 
dence in vaccinated children was reduced twelvefold 
(70 out of 614 external controls having mumps compared 
with 4 out of 422 vaccinated children in kindergartens 
in the same part of the city). 

The coefficient of effectiveness of vaccination [that is, . 
the number of infections per 1,000 control children 
divided by the number per 1,000 vaccinated children] 
varied from 7 to 19-6 in different age groups, the lowest 
being in those aged 2 to 3 years. The coefficient of 
effectiveness was calculated for the first, second, and 
third 6-month periods after vaccination and was found 
to be relatively constant (10-4, 9-6, and 11 respectively), 
thus showing that immunity was well maintained. The 
few vaccinated children who developed mumps suffered 
only a mild abortive form of the illness, which was also 
only slightly contagious. The authors attribute the 
lowered infectivity to the inhibition of virus multiplica- 
tion in the salivary glands. In 10 kindergartens in 
which the first infection occurred in a vaccinated child 
only one additional case of the infection was reported, 
whereas in 21 out of 43 kindergartens in which the first 
case occurred in a control infant the number of further 
cases ranged from 2 to 36. : 

The authors claim that “‘ the effectiveness and innocu- 
ousness of the live vaccine has been confirmed by the 
preliminary results of a second immunization experiment 
in 30,000 infants and young schoolchildren”. They 
are now studying the effect of the dried anti-mumps 
vaccine when dissolved in the liquid vaccines against 
poliomyelitis and diphtheria. I. Berkinshaw-Smith 
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741. The Relation of the Thyroid to the Calorigenic 
Response to Salicylate 

W. D. ALEXANDER and K. W. M. JoHNsON. Clinical 
Science [Clin. Sci.] 17, 377-383, 1958. 2 figs., 14 refs. 


The effects of salicylate administration on thyroid 
function and the basal metabolic rate in 6 euthyroid and 
6 myxoedematous patients were studied at the Western 
Infirmary, Glasgow. Of the 6 euthyroid patients, 5 were 
recovering from rheumatic fever but were without signs 
of systemic disease or of organic heart disorder at the 
time of the study. In all 6 patients with classic primary 
myxoedema the signs and symptoms of the disease were 
fully developed and the results of radioactive iodine 
(131}) tests of thyroid function were “* in keeping with the 
diagnosis’. All the patients received a normal ward 
diet and acetylsalicylic acid by mouth in a dosage of 
3 to 8 g. daily for an average period of 3 weeks. 
During this time the basal metabolic rate was repeatedly 
determined, the Benedict-Roth apparatus being used, 
and after each determination the venous serum salicylate 
concentration was measured. Expressed in terms of 
sodium salicylate, the serum levels were maintained at 
10 to 50 mg. per 100 ml. of serum. 

In all the patients, both euthyroid and myxoedematous, 
there was a linear relationship between the serum salicy- 
late concentration and the basal metabolic rate, and 
within the range studied a rise of 10 mg. of salicylate 
per 100 ml. of serum caused an increase in oxygen.con- 
sumption of the order of 500 ml. per square metre per 
hour. In another group of 4 euthyroid patients who 
were given an average of 6:1 g. of acetylsalicylic acid 
daily for 8 weeks and who maintained serum salicylate 
concentrations of approximately 40 mg. per 100 ml. 
131] tracer studies showed no change in thyroid function 
after 3 and after 8 weeks of treatment. 

The authors concluded that there was no evidence of 
tolerance developing to the calorigenic action of salicylate 
during a 3-week period. Salicylate did not produce its 
calorigenic effect by altering thyroid function, and there 
was no evidence of an interaction between salicylate and 
thyroid hormone, since the myxoedematous patients 
responded in the same way as the euthyroid patients. 

Charles Rolland 


742. The Clinical Study of Quinidine Polygalacturonate 
N. SHAFTEL and A. HALPERN. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 236, 184-202, 
Aug., 1958. 10 figs., 43 refs. 


The administration of quinidine as an organic salt 
in the treatment of cardiac arrhythmias may produce 
gastro-intestinal symptoms of a severity sufficient to 
require cessation of therapy. These undesirable symp- 
toms appear to be due to local action on the intestine 
rather than to any general toxic effect acting through the 
central nervous system. 


In this study reported from the 


Pharmacology and Therapeutics 


236 


Stuyvesant Polyclinic, New York, the authors invesii- 
gated the properties of a new alkaloidal salt, quinidine 
polygalacturonate. Polygalacturonic acid is derived 
from pectin and has special demulcent activities in the 
intestine; it was therefore hoped that by combining this 
acid with quinidine the resultant compound would be 
less irritant than the inorganic salts of the latter. Also it 
was expected that the compound would liberate quini- 
dine more slowly, leading to a lower concentration of 
irritating salt at any one time. 

In tests on dogs these expectations were realized, the 
quinidine polygalacturonate given in doses of 100 mg. 
per kg. body weight being absorbed more slowly than 
inorganic salts, though still having the same pharmaco- 
logical action. In human patients, however, there 
seemed to be very little difference in the speed of absorp- 
tion, while the pharmacological action on the heart was 
as efficacious as that of quinidine, with the added advan- 
tage that the polygalacturonate was much better toler- 
ated and was effective clinically in cases which had been 
intolerant of inorganic salts of quinidine. The effect of 
the drug on the electrocardiogram is discussed and 
illustrative tracings reproduced. : 

[This new compound appears to be a real therapeutic 
advance, and the original article should be consulted by 
those interested in cardiology.] 

W. H. Horner Andrews 


743. Mephentermine and the Arrhythmias 

M. WILson, M. PEREZ-ARZOLA, and M. J. OPPENHEIMER. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 236, 300-310, Sept., 1958. 3 figs., 13 refs. 


In this paper from Temple University School of 
Medicine, Philadelphia, the authors describe the effect 
on various types of cardiac arrhythmia of the pressor 
amine mephentermine, which has been found to give 
protection against fibrillation due to anaesthesia and 
surgical manipulation; the drug was given intravenously 
in divided doses, the total amount ranging from 1 to 3 
mg. per kg. body weight, to 12 patients with arrhythmia 
or atrio-ventricular (A—V) block or both. A significant 
reduction in the number of ventricular extrasystoles was 
observed in 4 of 6 patients, but in 4 with atrial fibrilla- 
tion due to hypertensive or arteriosclerotic disease the 
drug was without effect. There were 7 patients with 
A-V block of various degrees: in 3 with first-degree 
block there was a decrease in the length of the P-R 
interval, together with an increase in the heart rate by 
less than 20° in 2 and no change in the third; in 2 
patients with second-degree block the drug improved 
A-V conduction, with a change to a lesser degree of 
block and increase in ventricular rate; and in 2 patients 
with complete block the effect of the drug was to increas¢ 
both atrial and ventricular rates without reducing the 
block. Supraventricular tachycardia with second-degree 
A-V block is regarded as a contraindication to mephen- 
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termine. The duration of the effect of the drug varied 
between 20 minutes and 2 hours. Its mechanism of 
action is regarded as consisting in “‘ a decrease in the 
refractory period, an increase in the velocity of conduc- 
tion and a positive inotropic effect ’’. It is suggested that 
“the antifibrillatory action and the action upon the 
conduction system may be of value in the field of intra- 
cardiac surgery with the extracorporeal pump-oxygenator 
and the use of therapeutic cardiac arrest ”’. 
A. Schott 


144. Clinical Evaluation of ‘* Miradon ”’ 
G. KeLLAwAay. British Medical Journal (Brit. med. J.] 
2, 889-891, Oct. 11, 1958. 1 fig., 20 refs. 


A clinical trial of anisindione (‘‘ miradon’’), a new 
oral anticoagulant, in 12 healthy subjects and 25 patients 
requiring anticoagulant therapy is reported from the 
Royal Infirmary, Edinburgh. The Quick one-stage 
method was used to assess prothrombin activity, a level 
of 10 to 20°%% (approximately two or three times the 
normal plasma prothrombin time) being regarded as the 
therapeutic range. 

In the healthy subjects a single dose of 300 mg. of 
miradon produced an effect within 6 hours and a maxi- 
mum effect lasting 20 to 50 hours. The average duration 
varied from 6 to 70 hours. The prothrombin activity 
was within the therapeutic range in 9 of the 12 subjects. 
A comparison of the effect of 200 mg. of phenindione in 
12 similar subjects showed that the onset of action was 
quicker with miradon and there was a narrower range of 
effect on prothrombin activity. 

Of 25 patients with recent myocardial infarction, 22 
received 300 mg. of miradon and 3, who also had heart 
failure, 250 mg. initially. After 24 hours all received a 
further dose of 100 mg., the daily dose thereafter depend- 
ing on the prothrombin time. Prothrombin activity 
was within the therapeutic range in 24 hours in 16 of the 
25 patients, and all responded satisfactorily after this 
time, none of the patients having prothrombin activity 
above 30°%. The daily maintenance dose was 25 to 350 
mg. No toxic or haemorrhagic side-effects were 
observed. The time taken for the prothrombin level 
to return to normal was assessed in 10 patients; within 
72 hours a normal prothrombin time was recorded in all. 
Vitamin K; by mouth or intravenously was found to be 
arapid and effective antagonist to miradon. 

The author concludes that miradon is superior to 
Phenindione in rapidity of effect and stability of response 
to single daily maintenance doses, with consequent 
advantages in long-term anticoagulant therapy. 

Gerald Sandler 


745. Clinical Experience with Warfarin Sodium 
M. Toouey. British Medical Journal (Brit. med. J.) 2, 
892-893, Oct. 11, 1958. 4 refs. 


Warfarin sodium was tried at New End Hospital, 
London, in the treatment of 175 patients, most of whom 
had thrombo-embolic heart disease. Prothrombin acti- 
vity was assessed simultaneously by Quick’s and by 
Owren’s “P and P” method, the therapeutic pro- 
thrombin levels aimed at being two and a half times the 
Normal by Quick’s method and 10 to 14% by Owren’s 
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method. The drug was given intravenously to 32 
patients and by mouth to 143. The author states that. 
no appreciable increase in rapidity of action was noted 
with intravenous injection and therefore oral administra- 
tion is preferred. Since an initial dose of 60 to 75 mg. 
proved excessive in the first 42 patients, the loading dose 
was limited to 35 to 50 mg., patients over 75 years of age 
receiving 35 to 40 mg. and patients under this age 42 to 
50 mg. A therapeutic prothrombin level was attained 
in 95°% of patients within 36 hours. In the majority the 
daily maintenance dose was 5 to 12 mg. (average 9 mg.). 
This maintenance dose could be accurately assessed in 
most cases; it required very little variation, and its effect 
on prothrombin activity lasted 36 hours after cessation 
of treatment. It is emphasized that this dose should be 
changed only after the prothrombin time has been steady 
for 3 or 4 days, and that even then the amount of the 
change should be not more than 5%. 

The author concludes that warfarin sodium is a reliable 
anticoagulant whose effects are easy to control, but that 
the dosage needs careful adjustment because of the 
cumulative action of the drug. He considers that tablets 
allowing a dose variation of 0-5 mg. should be made 
available. Gerald Sandler 


746. The Significance of Haemorrhage during the Treat-, 
ment of Patients with the Coumarin Anticoagulants. [In 
English] 

M. A. PeYMAN. Acta medica Scandinavica [Acta med. 
scand.] 162, Suppl. 339, 1-62, 1958. 1 fig., bibliography. 


747. Refractory Edema Treated with Calcium Chloride 
in Combination with Mercurial Diuretics 

J. M. Houuister, G. D. LusBasu, B. D. CoHEN, W. S. 
BRAVEMAN, A. L. Rusin, and E. H. Luckey. American 
Heart Journal [Amer. Heart J.| 56, 629-636, Oct., 1958. 
4 figs., 11 refs. 


In this paper from Bellevue Hospital and the New 
York Hospital—-Cornell Medical Center the authors 
describe experience of the production of hyperchloraemia 
by administration of calcium chloride and the consequent 
enhancement of the effect of mercurial diuretics in 12 
patients with refractory oedema. Of the 12 patients, 7 
had cirrhosis of the liver, and of the remaining 5 with 
congestive failure, 2 had hepatic dysfunction, so that 


‘ ammonium chloride was contraindicated in the majority 


of the 12 patients. The treatment regimen in all cases’ 
consisted in rest in bed, salt and fluid restriction, and 
administration of digitalis, if mecessary.. Calcium 
chloride was given in a dosage of 10 g. 4 times daily either 
alone or in combination with 500 to 750 mg. daily of 
acetazolamide. The response was assessed from body 
weight, urinary volume, the blood and urine electro- 
lyte values, and, in some of the cases, the serum calcium 
level. 

Initially during a refractory phase the blood electro- 
lyte values were normal and mercurial diuretics did not 
cause diuresis or loss of weight. A hypochloraemic 


acidosis was then produced by calcium chloride alone 
or with acetazolamide and in every case there was a sus- 
tained diuresis. The authors describe 2 cases in detail 
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—one of constrictive pericarditis in which ammonia 
intoxication had developed with ammonium chloride, and 
one case of portal cirrhosis. No significant change 
occurred in serum calcium levels and no digitalis toxicity 
was observed. 

It is concluded that calcium chloride, with or without 
acetazolamide, is safe and effective in restoring diuresis 
by mercurial drugs in patients with refractory oedema in 
whom liver dysfunction contraindicates ammonium 
chloride. Gerald Sandler 


748. Zoxazolamine: Physiological Disposition, Uricos- 
uric Properties 

J. J. Burns, T. F. YU, L. BerGer, and A. B. GUTMAN. 
American Journal of Medicine [Amer. J. Med.\ 25, 401- 
408, Sept., 1958. 2 figs., 10 refs. 


At the National Heart Institute, Bethesda, Maryland, 
and Columbia University, New York, the physiological 
disposition of zoxazolamine (2-amino-5-chlorobenzoxa- 
zole) has been studied experimentally in normal subjects, 
29 gouty patients, and 3 dogs. After oral administra- 
tion peak plasma levels occurred at 2 to 3 hours, followed 
by a rapid fall to very low levels within 7 hours. No 
accumulation of the drug was noted. The decline in 
plasma levels was very much more rapid‘after intravenous 
administration. Less than 1% of the drug was excreted 
unchanged in the urine, about 2°% was excreted as a 
metabolite in which the amino group was replaced by a 
hydroxyl group, and about 50°% as the glucuronide of 
a metabolite formed by the introduction of a hydroxyl 
group into the benzene ring. In the dogs the highest 
concentrations of the drug were found post mortem in fat 
and the brain, and in this species a rapid decline in tissue 
drug levels also occurred. sa 

The uricosuric action of the drug was demonstrable 
after doses as small as 15 mg. by mouth, and in gouty 


_ Patients a divided daily oral dose of 0-5 to 1 g. produced 


consistent falls in the serum uric acid levels; weight for 
weight, zoxazolamine was about twice as effective as 
probenecid in this respect, 14 times as effective as phenyl- 
butazone, and 20 times as effective as salicylate. Thera- 
peutic doses of the drug produced either no change or, 
in a few cases, a small fall in the renal clearance of inulin 
and PAH. In regard to side-effects, some of the patients 
taking 1 g. of zoxazolamine experienced dizziness, 


drowsiness, and an unsteady gait lasting for up to 12. 


hours after the last dose, but no toxic effects were seen 
with smaller doses. It is suggested that this drug should 
be given a clinical trial in the management of gout. 

P. Mestitz 


749. SKF D-5137 (Dimorlin): a New Synthetic Anal- 
gesic 

E. Lear, J. Tapeo, A. E. Cytron, V. Ona, C. C. TRINI- 
DAD, and I. M. PALLin. Anesthesia and Analgesia; 
Current Researches [Anesth. Analg. curr. Res.| 37, 295- 
305, Sept.—Oct., 1958. 9 figs., 2 refs. 


The recently introduced synthetic analgesic SKF 5137 
(* dimorlin ”), a substituted diphenyl propylamine, was 
subjected to laboratory and clinical study at the Jewish 
Hospital, Brooklyn, New York. In experiments on rats 
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the new analgesic was found to have a better therapeutic 
index than pethidine. 

In clinical studies racemic SKF 5137 was administered 
intramuscularly to 45 adults for premedication in a dog 
of 6 mg. along with 0-4 mg. of atropine Adequate 
sedation was obtained in only 43°% of these cases, while 
increasing the dose to 9 mg. gave only slightly better 
sedation (48°% of 25 patients). There were no up. 
desirable side-effects with either dosage. The D-isomer 
of SKF 5137 was considered to have twice the analgesic 
potency of the racemic isomer and 20 times the potency 
of pethidine, expressed in dosage of mg. per kg. body 
weight; however, when D-SKF 5317 was employed for 
premedication little sedative effect was observed. The 
authors are now investigating the use of a combination 
of SKF p-5137 with chlorpromazine for premedication. 
The dextro isomer was also employed as an intravenous 
supplement to anaesthesia induced with barbiturate, 
along with nitrous oxide, oxygen, and cyclopropane. 
SKF p-5137 was also successfully used for relief of 
postoperative pain. Although the intravenous injection 
of 1:25 to 2-5 mg. of the analgesic resulted in a shorter 
duration of relief from pain than that obtained with 
pethidine, there were fewer side-effects. It is concluded 
that this new analgesic merits further trial. 

Mark Swerdlow 


750. A Comparison of the Analgesic and Respiratory 
Effects of Dihydrocodeine and Morphine in Man. [In 
English] 

J. C. Seep, S. L. WALLENSTEIN, R. W. Houpe, and J. W. 
BELLVILLE. Archives internationales de  pharmaco- 
dynamie et de thérapie (Arch. int. Pharmacodyn.] 116, 
293-339, Sept. 1, 1958. 4 figs., bibliography. 


At the Memorial Center for Cancer and Allied 
Diseases, New York, the analgesic effect of dihydro- 
codeine was compared with that of morphine in 37 
patients suffering from pain due to inoperable cancer, 
different groups receiving either saline or dihydrocodeine 
(30 or 60 mg.) or morphine (5 or 10 mg.) intramuscularly 
in random order using the double blind procedure. 
It was found that 68 mg. of dihydrocodeine gave a 
degree of relief from pain similar to that produced by 
10 mg. of morphine over the first 6 hours. If peak anal- 
gesic effect only was considered (that is, the first 2 hours) 
53 mg. of dihydrocodeine was estimated to be equiva- 
lent to 10 mg. of morphine. 

The respiratory study was carried out on 7 patients 
and 2 healthy volunteers; 4 of the patients were already 
receiving narcotics. Repeated determinations were 
made of the alveolar ventilation and alveolar pCO; 
before and after intramuscular administration of the two 
experimental drugs, and from the results alveolar ven- 
tilation-pCO, response curves were constructed. On 
the basis of degree of respiratory depression 77 mg. of 
dihydrocodeine was found to be equivalent to 10 mg. of 
morphine. As the potency estimates were not signifi- 
cantly different the authors conclude that, in equi- 
analgesic dosage, morphine and dihydrocodeine produce 
comparable respiratory depression. It was also con- 
cluded that the two drugs cause similar side-effects. 

Mark Swerdlow 
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751. Clinical Experiences with Kanamycin 


somer § P. A. BUNN and A. Battcu. New England Journal of 
Igesic | Medicine [New Engl. J. Med.) 259, 659-662, Oct. 2, 1958. 
tency 4 refs. 
body Kanamycin was tried in the treatment of 15 patients 
d for § with infections due to Staphylococcus aureus which had 
The ff proved resistant to other drugs and 10 patients with 
lation § Gram-negative bacillary infections, mostly of the genito- 
ation. § yinary tract. In 6 of the 15 patients in the former group 
enous § and in 3 in the latter blood cultures were positive at the 
urate, § sart of treatment. Kanamycin was given intramuscu- 
pane. § larly in a dosage of 1-5 to 2 g. daily for periods up to 13 
ef of days. 
ction There were two treatment failures in each group; 
ortér the remaining patients responded satisfactorily. In 
with § approximately half of the 25 patients the beneficial effect 
luded § “was impressive”, and in the remainder there was 
| laboratory evidence of antibacterial activity. The 
low authors consider these results to indicate the desirability 
atory of further clinical trials of kanamycin. I. Ansell 
He 752. Ristocetin and the Staphylococcus. Observations 
J.W. of Effects and Side-effects in Seventeen Cases of Staphylo- 
naco- coccic Pneumonia 
116, G. L. Catvy and L. R. SCHUMACHER. Journal of the 
American Medical Association [J. Amer. med. Ass.] 167, 
Allied 1584-1586, July 26, 1958. 4 refs. 
ydro- During a period of 18 months 17 patients with staphylo- 
in 37 coccal pneumonia were treated at the U.S. Naval Hos- 
ncer, § Pital, St. Albans, New York, with ristocetin, an antibiotic 


derived from a new species of actinomycete, Nocardia 
lurida. Each patient had received one or more anti- 
biotics before the pneumonia developed, and treatment 
was complicated by the fact that the staphylococci 
recovered were almost totally resistant to these agents. 
The organism responsible was a haemolytic, coagulase- 
positive strain of Staphylococcus aureus, Phage-type 
52-42B-80/81. 

The preparation used, a mixture of ristocetins A and 
B, was supplied in 500-mg. ampoules, and the required 
amount was dissolved in 30 to 100 ml. of 5% glucose 
solution and given intravenously over a period of 10 to 
30 minutes, after which the tubing was flushed through 
with 100 to 200 ml. of glucose solution. The dosage 
given in 11 cases was 1 to 2 g. (15 to 30 mg. per kg. body 


ven- 

On weight) daily, which is about the same as that reccm- 
g. of mended by the manufacturer, but the remaining 6 patients 
g.of § Were given 2 to 4 g. daily; treatment was continued for 
snifi- an average of 15 ‘days. Clinical improvement was 
equi- § @PParent in every case, and whereas the drug was at 
duce | ‘ist reserved for use in cases resistant to other anti- 
con- biotics, with increasing clinical experience the authors 
| adopted wider indications [which, however, they do not 
ow specify]. 
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Side-effects were few and confined to patients receiving 
the higher dosage, there being 3 cases of phlebitis and 2 
of mild thrombocytopenia; the latter improved when the 
dosage was reduced to 25 mg. per kg. daily. Becatse 
ristocetin is mainly excreted by the kidneys it should be 
given with caution to patients with renal impairment 
and in reduced dosage to the very old ahd the very 
young. Neutropenia has been reported to occur with 
high dosage. 

[From the limited information given it is difficult to 
appraise the value of this new agent. The abstracter’s 
view is that the indications for the use of antibiotics 
should be more strictly observed, especially in trivial 
infections—even staphylococcal ones. In one of the 
authors’ cases no less than 18 combinations of 10 different 
agents had been given before the new drug was used! 
Its discovery may prove to be a mixed blessing.] 

I. M. Librach 


753. Antituberculous Activity of Thiocarbanidin in 
vitro and in the Experimental Animal 

W. STEENKEN, V. MONTALBINE, M. M. Smit, and E. 
WoLInsky. American Review of Tuberculosis and Pul- 
monary Diseases |Amer. Rev. Tuberc.] 78, 570-575, Oct., 
1958. 4 refs. 


The results of a study of the effects of ‘* thiocarbani- 
din” (4-isobutoxyl-4’-(2-pyridyl) thiocarbanilide) on 
human strains of tubercle bacillus both in vitro and in 
laboratory animals are reported from the Trudeau 
Foundation Laboratory, New York. It was shown in 
vitro that thiocarbanidin inhibited the growth of the 
H37 Rv strain of the bacillus, similar strains which had 
become resistant to isoniazid and PAS, and four freshly 
isolated strains of tubercle bacilli, as well as the growth 
of four photochromogenic strains. An H37Rv strain 
which was resistant to thiacetazone also grew in the 
presence of thiocarbanidin. 

When given orally to H37Rv-infected guinea-pigs 
thiocarbanidin proved to be most effective when given in 
a dosage of 40 mg. per kg. body weight per day. When 
administered in combination with streptomycin or isoni- 
azid it was superior to either of these drugs alone. On 
the other hand isoniazid alone was superior to the com- 
bination of thiocarbanidin and streptomycin, but not 
quite so effective as the combination of thiocarbanidin 
and isoniazid. Rabbits with miliary tuberculosis bene- 
fited from thiocarbanidin, whereas PAS was ineffective. 
It was found that, on a weight-for-weight basis, consider- 
ably smaller doses of thiocarbanidin than of PAS were 
necessary to produce an equivalent antituberculous efiect 
in guinea-pigs. 

Thiocarbanidin showed no gross toxicity for rabbits 
or guinea-pigs when given in doses of 10 to 80 mg. per 
kg. per day for periods of 194 and 150 days respectively. 

A. J. Karlish 
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754. Further Studies of an Epidemic of Exanthem 
Associated with Aseptic Meningitis 

D. A. J. Tyrrevi, R. R. LANge, and B. SNELL. Quarterly 
Journal of Medicine {Quart. J. Med.| 27, 323-333, July, 
1958. 6 figs., 27 refs. 


The authors report from the University of Sheffield 
the results of a combined clinical and virological study 
carried out during a widespread epidemic of an unidenti- 
fied exanthem which occurred in 1956 in a mixed mining 
and rural area in the vicinity of Sheffield. The clinical 
manifestations of the illness were very variable. Most 
of the patients suffered from a febrile illness, gastro- 
intestinal symptoms, and severe headache with or without 
signs of meningitis, and many developed a macular rash. 
The onset was sudden, and vomiting was a common 
initial symptom; some adults had myalgia, while lesions 
of the mouth and mild lymphadenopathy were also 
noted. In some cases the illness was diphasic, or even 
triphasic. The course was benign, but the period of 
convalescence was sometimes prolonged. In the general 
practice of one of the authors, numbering 3,500 persons, 
85 cases of the illness were seen between September and 
November, 1956, 8 of these being in adults, but nearly 
all the others in children under 10 years. of age. In a 
group of 12 families studied 30 out of the 37 children 
under 14 years of age became ill. No accurate estimate 
of the incubation period could be made. 

Virus studies carried out on affected families showed 
that in 9 of them one or more sick members were infected 
with a Coxsackie-A virus, serologically closely related 
to E.C.H.O. virus Type 9. During the first 6 days of 
. the illness the virus was isolated from the throat and 
faeces, but after that time it disappeared from the throat 
and a few days later from the faeces also. Virus was 
found also exclusively in overt cases. A rise in neutral- 
izing antibody in 10 out of 14 cases tested indicated the 
causal association between the virus and the illness. 
Periodic examination of samples of cerebrospinal fluid 
from the patients revealed an increase in the number of 
cells and usually a rise in the protein concentration, but 
the sugar and chloride content was normal. Virus 
was isolated from one of 3 cerebrospinal fluids tested. 
The authors suggest that a suitable descriptive title for the 
illness might be “* benign exanthematous virus menin- 
gitis ”’. Joyce Wright 


755. Poliomyelitis as a Complex Infection 

- G. DaLiporr and H. WEIGAND. Journal of Experi- 
mental Medicine [J. exp. Med.| 108, 605-616, Nov. 1, 
1958. 3 figs., 24 refs. 


Poliomyelitis and Coxsackie virus infections are 
characteristically closely associated in time and place 
and produce similar histological lesions of the motor 
neurones. The Group-A Coxsackie viruses are fre- 
quently associated with severe paralytic poliomyelitis, 
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able to induce paralysis, nor were both when given simul- 
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but outbreaks due to Group-B virus have been notable 
for the absence of paralysis. This has been explained 
by the recognition of an interference phenomenon be. 
tween Group-B Coxsackie virus and poliomyelitis virys, 

In this paper from the New York State Department of 
Health, Albany, the authors report the results of experi. 
ments which were designed to determine whether Group. 
A Coxsackie infections intensify the effects of polio. 
myelitic infections. Young cynomolgus monkeys were 
inoculated intracerebrally with an attenuated Type-| 
poliovirus and simultaneously or 5 or 25 days later 
with a monkey-adapted Coxsackie-A-14 strain or the 
AB IV strain of Coxsackie A-7. Neither the poliovirus 
nor the Coxsackie virus alone, even repeatedly, was 


taneously, but when the Coxsackie virus was inoculated 
intracerebrally or intramuscularly 5 or 25 days after the 
poliovirus then paralysis frequently resulted within a 
few days. The authors consider that these results suggest 
that the paralysis occurred as a result of a summation of 
the two infections. They conclude that paralytic polio- 
myelitis may at times be a complex infection, being the 
result of summation of the motor neurone destruction 
caused by two independent and non-interfering entero- 
viruses. A. Ackroyd 


756. Bacteriology and Histopathology of the Respiratory 
Tract and Lungs in Fatal Asian Influenza 

J. F. P. Hers, N. MAsureL, and J. MULDER. Lancet 
[Lancet] 2, 1141-1143, Nov. 29, 1958. 15 refs. 


The authors report from the University of Leiden that 
of 148 fatal cases of influenza occurring in the Nether- 
lands during 1957-8 a strain of Asian influenza virus was 
isolated in the chick-embryo from lung tissue in 106 and 
from the trachea alone in 15; in the remainder. con- 
vincing serological evidence of recent infection with the 
same virus was obtained. 

The histological picture and the bacteriological findings 
in the respiratory tract in these cases are analysed. The 
characteristic features ef influenza-virus pneumonia wert 
shown to include (1) cytopathogenic changes in the 
respiratory epithelium extending as far as the bronchioli, 
alveolar ducts, and fixed alveolar cells; (2) capillary 
thrombosis and necrosis with focal leucocytic exudate; 
(3) capillary aneurysms with haemorrhage; (4) alveolar 
exudate showing a positive periodic-acid—Schiff reaction; 
and (5) after 5 to 7 days, regeneration of respiratory 
epithelium into a stratified pseudo-metaplastic layer and 
of alveolar epithelium into a continuous single layer of 
epithelial cells covering the alveolar wall. These changes 
were distributed focally in both lungs and were never 
diffuse. They were similar to the changes observed if 
fatal cases in the influenza pandemic of 1918. Staphylo 
coccus aureus was isolated from the lungs of two-thirds 
of the patients; other organisms less often found it- 
cluded Escherichia coli, Haemophilus influenzae, and 
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Group-A f-haemolytic streptococci. There was no 
significantly abnormal flora in one-fifth of the cases. 

On the basis of the histological and bacteriological 
findings the cases could be subdivided into five types, 
depending on whether virus or bacterial tracheobron- 
chitis or pneumonia predominated. Bacterial involve- 
ment of the whole respiratory tract was the most common 
finding, but in 20°% of the cases pure influenza-virus 
pneumonia was considered to be the cause of death. 
Although the Asian influenza virus has shown pneumo- 
tropism, the pneumotropic virulence was generally 
considered to be low, although it was observed to be 


polio # enhanced in patients with pre-existing chronic cardio- 
S were pulmonary disease or secondary bacterial infection and 
Type-| inpregnant women. D. Geraint James 
later 
or the § 757. Adenovirus Infections in Children and Young Adults: 
iovirus § yith Comments on Vaccination 
y, was @ A.S. Evans. New England Journal of Medicine [New 
simul- Engl: J. Med.] 259, 464-468, Sept. 4, 1958. 2 figs., 
“ulated refs. 
i Nose and throat washings and throat swabs were 
obtained from 710 students of the University of Wiscon- 
oe sin admitted consecutively to hospital with acute respira- 
pes tory disease during 1954-7 and an attempt made to 
= isolate adenoviruses from them by tissue culture. All 
=> specimens were inoculated into cultures of either HeLa 
ruction Fe ells or epithelial tissue derived from adult tonsil or into 
sue ol both types of culture, and some were inoculated into 
royd other cell lines. Adenoviruses (of 4 different types) were 
isolated on 7 occasions. Positive complement-fixation 
iratory reactions were obtained in 4 more cases, increasing 
tél the total number of aetiological diagnoses of adeno- 
virus infection to 11, or 1:-4% of the whole. Other 
aetiological agents identified were streptococci (7°%), 
en that § other bacteria (1-2°%), and influenza virus (8-7%%), so 
Nether- @ that the cause of 81-7°% of the illnesses remained un- 
us Was @ unknown. This low rate of adenovirus infection was 
06 and # probably not due to widespread immunity, because 113 
r.con- # out of 251 students tested had complement-fixation titres 
ith the § below 8. Children aged 7 to 9 years at 3 schools were 
also studied, 1,194 throat swabs taken every other week 
indings § ftom December, 1957, to March, 1958, being cultured. 
. The § Positive results were obtained from 3 children, only 2 
ja were & of whom were even mildly ill. 
in the These results support previous findings of a low inci- 
ichioli, # dence of adenovirus illness in civilian communities, in 
ipillary § spite of the frequency with which the viruses may be 
cudate; § isolated from excised tonsils. They contrast strongly 
lveolar § with the high incidence of significant adenovirus infec- 
action; § tions among military recruits, who alone are thought to 
iratory § ned vaccination. G. C. R. Morris 
er and 
yer of 758. Osteomyelitis Variolosa 
hangs P.CocxsHotr and M. MAcGreGor. Quarterly Journal 
nevel Medicine (Quart. J. Med.] 27, 369-387, July, 1958. 
ved i i Il figs., 45 refs. 
yn _ During an epidemic of smallpox in Ibadan, Nigeria, 
od in 1957, the authors observed a skeletal complication in 
a children which usually presented as arthritis of the 


elbows. 


The literature on bone and joint complications 
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of smallpox is reviewed, and the clinical and radiological 
features are discussed. 

The ages of the affected patients studied (9 male 
and 6 female), excluding one of 17 years, ranged from 7 
months to 7 years. There was a history of recent vac- 
cination in 4 cases only. The interval between the attack 
of smallpox and the apparent onset of joint symptoms 
ranged from a few days to 4 weeks. In 9 cases both 
elbows were affected and in 6 one elbow only; in 6, other 
joints in the limbs were also affected. Examination of 
fluid aspirated from the joint in 7 cases showed that the 
fluid was sterile in 5 of them; in the remaining 2 cases 
Streptococcus pyogenes and Staphylococcus pyogenes were 
cultured respectively. Variola elementary bodies were 
seen in 4 of the 7 specimens of fluid. During a follow-up 
period which varied up to 12 weeks clinical improvement 
was observed in all the mild or moderate cases, but not 
in the severe cases. Radiological examination in these 
15 cases and 5 seen subsequently showed that the bones 
and joints affected were: radius 28 times, ulna 26, 
humerus 19, metatarsals 7, fibula and os calcis 6, tibia 
and talus 5, and metacarpals 3. ° 

The authors discuss the pathogenesis of this complica- 
tion of smallpox and give reasons for regarding it as a 
primary infection of the metaphysis of growing bones by 
Joyce Wright 


759. Streptococcal Infection in a School Population: 
Preiiminary Report 

D. CorRNFELD, G. WERNER, R. WEAVER, M. T. BELLOWs, 
and J. P. HuspBARD. Annals of Internal Medicine [Ann. 
intern. Med.| 49, 1305-1319, Dec., 1958. 4 figs., 16 
refs. 


760. A Study of Streptococcal Infection in a School 
Population: Laboratory Methodology 

G. WERNER, D. CorRNFELD, J. P. HUBBARD, and G. RAKE. 
Annals of Internal Medicine [Ann. intern. Med.] 49, 
1320-1331, Dec., 1958. 22 refs. 


761. The Detection of Rhomboid Crystals as a Diagnos- 
tic Sign in Paragonimiasis. (O muarHocruyeckom 
IIpHsHake PpOMOOBHAHEIX KPTCTayIN0B Maparo- 
HHMO3€) 

Ju. D. Bacura. Apxue [lamoanozuu [Arh. Patol.) 20, 
73-80, No. 4, 1958. 6 figs., 14 refs. 


In this clinico-pathological discussion of paragonimi- 
asis, the condition due to infestation with the lung 
fluke Paragonimus westermani, stress is laid on the diag- 
nostic significance of the presence of elongated rhomboid © 
crystals in the liver and other organs, as well as in the 
sputum. At the Soviet Red Cross Hospital in Korea 
such crystals were never observed in any other disease. 
They are insoluble in alcohol, ether, chloroform, and 
weak acids and alkalis, and are stable at a temperature 
of 60°C. In regard to their physico-chemical properties 
they do not resemble Charcot—Leyden crystals, or any 
other crystals known to the author, and thus may be 
specific for paragonimiasis. 

The paper includes a brief historical review of the 
disease. A. Swan 
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762. The Conservative Treatment of Primary Tuber- 
culosis in Children. A Five-year Follow-up 

C. S. BREATHNACH. British Journal of Tuberculosis and 
Diseases of the Chest [Brit. J. Tuberc.) 52, 330-337, Oct., 
1958. 27 refs. 


During 1951 465 children under 15 years of age suffer- 
ing from primary tuberculosis attended the Dublin 
Primary Tuberculosis Clinic for the first time. The pre- 
sent paper is concerned only with the 281 (60°) who were 
reviewed 5 years later, but so far as could be judged from 
an analysis of the data obtained on registration they 
represent “‘ a fair if not unbiased sample ” of the total. 

In 259 cases the lungs were the seat of the primary 
infection. In 149 cases intimate household contact and 
in 7 infrequent contact with a known case of tuberculosis 
was established, but in 125 the source of infection was 
not discovered, The patient was under 2 years of age in 
38 cases, between 2 and 6 years in 139, between 7 and 12 
years in 91, and between 12 and 14 years in 13. Treat- 
ment was generally conservative, 126 children being 
kept at rest at home for 4 to 12 months and 105 being 
admitted to a sanatorium for 6 months or longer. None 
of the former and only 13 of the latter received chemo- 
therapy; no treatment was prescribed in 37 cases of 
inactive disease. Lobectomy was performed in one case 
and excision of peripheral lymph nodes in 4. 

During the period of observation pulmonary complica- 
tions arose in 102 cases, all with primary lesions in the 
lung: extensive enlargement of the hilar lymph nodes 
developed in 52, segmental lesions in 46, and pleural 
effusion in 15 (two of these occurring together in 13 
cases), while tertiary tuberculosis appeared in 2 cases. 
‘There were no cases of miliary tuberculosis or broncho- 
pneumonia. Calcification was present initially in 43 
cases and was demonstrated in another 142 later. 
Patients with extensive enlargement of the hilar nodes, 
which was commonest in younger children, more often 
developed segmental lesions than those without. Of the 
46 children with segmental lesions, 44 survived and in 
only 8 was there clinical or radiological evidence of 
residual bronchial damage—symptomless segmental 
shadow in 3, “ middle-lobe syndrome” in 3, and bron- 
chiectasis in2. All the cases of pleural effusion occurred 
within the first 3 months of observation. 

Extrapulmonary complications occurred in 6 of the 
259 cases of primary pulmonary infection—meningitis 
in 3 (all fatal) and skeletal tuberculosis in 3 (one fatal). 
These 4 deaths, which were the only ones in the series, 
all occurred in children under 6 years of age, 2 being 
less than 2 years old. Mortality was thus 1-4% for the 
whole series, 2-3°% for children under 6, and 5-25°% for 
those under 2. It is suggested therefore that “ chemo- 
prophylaxis of dissemination is indicated in children 
under 2 years with established primary infection”, 
while B.C.G. vaccination of children born into a tuber- 
culous environment is recommended as a preventive 
measure. Surgical intervention in cases of primary 
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pulmonary disease is necessary only to relieve acute 
respiratory distress or in the presence of irreversible 
bronchopulmonary damage. 

[It is not stated why only 281 of the original 465 were 
followed up, and although the sample studied appears 
to have been a “ fair” one at the time of registration, it 
is possible (as the author seems to imply when he refers 
to it as “not unbiased ”’) that it was not truly repre- 
sentative of the whole group 5 years later. _It is surprising 
that 4 deaths should have occurred in known cases of 
primary tuberculosis under observation, and that all 
3 children with meningitis should have died. With 
adequate treatment—and this is not described—a much 
lower mortality might be expected even without routine 
chemoprophylaxis. ] John Lorber 


763. The Tuberculin Skin Reaction in Active Pulmonary 
Tuberculosis 

C. F. Lester and R. J. ATWELL. American Review of 
Tuberculosis and Pulmonary Diseases [Amer. Rev. 
Tuberc.] 78, 399-402, Sept., 1958. 4 refs. 


In an attempt to clarify the relationship between pul- 
monary tuberculosis and the tuberculin reaction and also 
to define the type of tuberculin reaction elicited in active 
tuberculosis the authors examined the records of 1,000 
consecutive hospital patients and selected 624 patients 
who had radiographic evidence of pulmonary disease 
and from whom tubercle bacilli had been cultured at 
least once during their stay in hospital. A positive 
reaction was defined as an area of induration of 5 mm. 
or greater. The type of reaction was recorded in patients 
tested with first, intermediate, and second strengths of 
P.P.D. (that is, 2x 10-5 mg., 1 x 10-4 mg., and 5x 10-3 
mg. respectively). 

Of these patients with proved tuberculosis 21:7% failed 
to react to the first and 8-7% to the intermediate strength, 
while 4 patients (0-6°%) failed to react to the second 
strength and also to 1 mg. of old tuberculin. These 
last 4 patients, who were moribund on admission 
to hospital, all gave a positive reaction within 2 months 
after the start of treatment. It is evident that, although 
non-specific reactions may occur with the highest con- 
centration, omission to test with it would have resulted 
in failure to detect a considerable number of positive 
reactors, thus indicating the necessity for the continued 
use of the higher doses of tuberculin in the diagnosis of 
pulmonary lesions. John M. Talbot 


764. The Frequency of Postprimary Pulmonary Tuber- 
culosis According to Pulmonary Arterial Pressure 

S. B. MaTTson. American Review of Tuberculosis and 
Pulmonary Diseases [Amer. Rev. Tuberc.] 78, 536-546, 
Oct., 1958. 35 refs. 


Opinions expressed in the extensive literature regarding 
the association between heart disease and pulmonary 
tuberculosis have been far from uniform. In an attempt 
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TUBERCULOSIS 


to throw further light on this problem the frequency of 
post-primary pulmonary tuberculosis was investigated 
in 413 patients with various congenital cardiac anomalies 
or mitral valvular disease seen during the years 1948-56 
at two cardiac clinics in Stockholm. The patients, who 
were all over 15 years of age, were subjected to cardiac 
catheterization and classified according to the mean 
pressure in the pulmonary artery (P.A.) on the hypo- 
thesis that the development of post-primary pulmonary 
tuberculosis is favoured by low P.A. pressure and 
counteracted by high P.A. pressure. 

Catheterization showed that the P.A. pressure was 
high (that is over 20 mm. Hg) in 261 patients, normal 
(14 to 20 mm. Hg) in 91, and low in 61. Radiological 
evidence of past or present pulmonary tuberculosis was 
present in 3 (1%) of the 261 patients with high P.A. 
pressure, in 3 (3%%) of those with normal P.A. pressure, 
and in 8 (13°%) of the 61 with low P.A. pressure. The 
difference in tuberculosis frequency (10°%) between those 
with a normal and those with a low P.A. pressure is 
statistically significant, but that between the normal and 
high-pressure groups is not. 

[It should be pointed out that the evidence for tuber- 
culosis was based on the retrospective examination of 
radiographs of the chest and that the number of tuber- 
culous patients so identified was only 14 out of 413 
(3-49%).] A. J. Karlish . 


765. Treatment of Drug-resistant Cases of Pulmonary 
Tuberculosis with Cycloserine and Pyrazinamide 

J. A. Rircute, A. E. R. CAMPBELL, J. CUTHBERT, and 
L. G. Bruce. Tubercle [Tubercle (Lond.)| 39, 289-295, 
Oct., 1958. 5 refs. 


In view of the steadily increasing number of patients 
with pulmonary tuberculosis in the area served by their 
clinic in South-east Glasgow whose sputum contained 
bacilli resistant to two or all of the drugs streptomycin, 
isoniazid, and PAS, the authors considered it justifiable 
to carry out therapeutic trials with cycloserine and pyra- 
zinamide despite their toxic side-effects. Their objects 
were to compare the results of treatment with the two 
drugs in cases resistant to the usual forms of chemo- 
therapy, to test methods for the early detection of liver 
damage, and to study the emergence of resistance to 
these new drugs. The trial and follow-up lasted from 
September, 1956, to July, 1957. 

Cycloserine was given to 28 patients in doses of 25 mg. 
Per kg. body weight daily by mouth together with 
streptomycin, PAS, or isoniazid, according to the sensi- 
tivity of the organism, in 11 cases and with oxytetracycline 
(2 g. twice daily) in the 17 cases in which the organism 
was resistant to all the other drugs. In this group 16 
Patients developed muscle tremors, followed in 5 cases 
by convulsions, which ceased when treatment was dis- 
continued. On resumption of treatment at a lower 
dosage the seizures were controlled in all but 2 cases, in 
which mental depression also developed (as it did in one 
other patient who had no fits), necessitating discontinu- 
ance. The urine urobilinogen level and the results of 
the “ bromsulphalein ” test of liver function were within 
normal limits: The average period of treatment was 
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19-7 weeks, at the end of which 11 patients were sputum- 
negative. However, after 9 months’ follow-up the 
sputum remained negative in only 3 of 22 surviving 
patients, 4 of the remainder having died of tuberculosis 
in the meantime. Radiologically, there was no change 
in 23 cases and only slight improvement in the other 5, 
but the majority of the patients experienced a sense of 
well-being and gained weight during treatment. 

Pyrazinamide was given by mouth in a dosage of 35 mg. 
per kg. up to a maximum of 2 g. daily to 35 patients, 17 
also receiving oxytetracycline and the others streptomy- 
cin, isoniazid, or PAS. Severe toxic effects on the liver 
developed in 7 cases, with one death. In these cases the 
bromsulphalein test proved unreliable, while the urine 
urobilinogen content could not be measured accurately 
while PAS was being given. After treatment for an 
average of 14-8 weeks 15 patients were sputum-negative, 
but 9 months later only 7 of the surviving 30 patients 
gave negative sputum cultures (one after surgical treat- 
ment), 2 of the remainder having died of tuberculosis in 
the meantime. Some radiological improvement was 
seen after treatment in 11 cases. All but 8 patients 
gained weight. Sensitivity tests were carried out on 
organisms isolated from the sputum before and after 
treatment in 13 cases in each group. No sign of resist- 
ance to cycloserine was found even after 201 days’ 
treatment, whereas resistance to: pyrazinamide had 
developed in 11 cases after 32 to 72 days’ treatment. 

On the basis of these findings cycloserine was con- 
sidered likely to be of more value than pyrazinamide in 
the treatment of pulmonary tuberculosis, it being possible 
that more prolonged treatment might improve the results. 
The impression was gained, however, that neither drug 
was as effective as streptomycin or isoniazid. 

V. Reade 


766. The Effect of Adrenocortical Hormones on the 
Course of Miliary Tuberculosis. (Der Einfluss der 
Nebennieren-Rindenhormone auf den Verlauf der 
Miliar-Tuberkulose) 

A. NitscuKe. Deutsche medizinische Wochenschrift 
[Dtsch. med. Wschr.| 83, 1593-1595, Sept. 12, 1958. 
2 refs. 


Since it has been shown that corticosteroids are useful 
adjuvants in the treatment of tuberculous meningitis the 
author tried the effect of the systemic administration of 
prednisolone in 9 children with miliary tuberculosis at 
the University Children’s Hospital, Tiibingen. The 
dosage of prednisolone, which was given for a mean 
period of 110 days, was initially 3 mg. per kg. body 
weight daily, this being gradually reduced to 0-25 mg. 
per kg. daily. 

It was found that, as compared with the author’s 
previous experience, the children’s general condition im- 
proved more rapidly, the radiological appearances 
cleared more quickly (within 10 to 48 days after the 
beginning of treatment), and the choroidal tubercles in 
3 cases underwent healing within a few weeks, though 
they never entirely disappeared. In 5 of the 9 children 
there was associated tuberculous meningitis, and this 
responded to the treatment equally quickly. 

John Lorber 
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767. Changes in Intestinal Bacterial Flora and Role of 
Infection in Kwashiorkor 

P. M. Smytue. Lancet [Lancet] 2, 724-727, Oct. 4, 1958. 
2 figs., 18 refs. 


The part played by intestinal bacteria in nutritional 
disturbances in the host is still far from clear, but it 
occurred to the author that by altering the intestinal flora 
it might be possible to improve on the present treatment 
of kwashiorkor, the mortality from which is still high. 
Of 213 children with kwashiorkor admitted to Groote 
Schuur Hospital, Cape Town, during the last 3 years, 97 
(45%) died, some form of infection, mainly intestinal, 
being found in nearly all these cases. 

A trial study was therefore undertaken in 33 consecu- 
tive cases in order to ascertain the result of intestinal 
disinfection with chloramphenicol, neomycin, and 
nystatin (to inhibit growth of fungi), followed by peni- 
cillin and streptomycin. Two-thirds of these patients 
had active bacterial infection, as determined by culture 
of rectal swabs and gastric juice. The patients’ diet was 
supplemented with skimmed lactic-acid milk, “* nutrine ”’, 
and 1 g. of potassium chloride daily for the first week. 
Later, yoghurt was given in order to bring about a change 
in the intestinal flora. Of the 33 infants, 5 died (a 
mortality of 15%), but 2 of these deaths occurred in the 
first 48 hours after admission in infants already severely 
ill; if these are omitted the mortality is 10%. The 
results are claimed to show a distinct advance on those of 
previous therapy, though the role played by Lactobacillus 
acidophilus present in the yoghurt is not established. The 
author regrets the lack of agreed criteria for determina- 


_ tion of the severity of kwashiorkor. In the present study 


the infant’s muscular power, as judged by its ability to 
raise its head when pulled up by the arms, was adopted 
as a simple criterion. Factors adversely affecting the 
prognosis in kwashiorkor are discussed. 

Clement C. Chesterman 


768. Pleuropulmonary, Pericardial, and Cerebral Com- 
plications of Amebiasis. A Twenty Year Survey 

T. TAKARO and W. M. Bonp. International Abstracts 
of Surgery (Int. Abstr. Surg.| 107, 209-229, Sept., 1958. 
10 figs., bibliography. 


769. Attempted Control of Bulinus senegalensis Miiller, 
a Vector of Schistosoma haematobium in the Gambia 

S. R. Smrruers. Annals of Tropical Medicine and 
Parasitology [Ann. trop. Med. Parasit.| 52, 315-319, 
Oct., 1958. 3 refs. 


A test of the molluscicidal properties of sodium 
pentachlorphenate (“* santobrite ”’) is reported from the 
Medical Research Council Laboratories, Fajara, Gambia. 
Bulinus senegalensis Miller is an important vector of 
Schistosoma haematobium in the Gambia, and the 
pools of stagnant water which form in the rainy season 


Tropical Medicine 


on the laterite plateau and are used by the inhabitants 
for washing and bathing soon become heavily infested 
with infected snails. These laterite pools vary from § 
to 200 yards (4-6 to 180 metres) in diameter, and at the 
beginning of the rains 6 of them were treated either by 
spraying or by dumping small sacks of santobrite in them, 
evenly distributed, so as to attain a concentration of from 
2 to 10 p.p.m. The concentration was found to fall to 
about one-fifth of the original value after 3 days, but in 
all cases the treatment was effective in banishing snails 
after 4 weeks. They reappeared in small numbers, 
however, 10 weeks later, either from reintroduction or 
after aestivation in the mud at the bottom, and rapidly 
multiplied. Although elimination of the vectors was 
not complete, it is claimed that the transmission of 
schistosomiasis could be much reduced by treating the 
water in this way. Clement C. Chesterman 


770. Insecticide Resistance in Anopheles gambiae Giles 
in Western Sokoto, Northern Nigeria 

J. A. ARMSTRONG, C. D. RAMSDALE, and V. RAma- 
KRISHNA. Annals of Tropical Medicine and Parasitology 
[Ann. trop. Med. Parasit.| 52, 247-256, Oct., 1958. 
6 figs., 6 refs. 


By crossing strains of Anopheles gambiae which were 
naturally resistant to dieldrin with susceptible strains the 
inheritance of dieldrin resistance was shown to be mono- 
factorial, with incomplete dominance. Exposure for 
one hour to 4% dieldrin was found to kill all but homo- 
zygous resistant A. gambiae, whereas exposure to 0-5% 
dieldrin killed only the pure susceptible strain, hetero- 
zygous resistant A. gambiae surviving this concentration. 
Thus by successive exposure to 0-5 and 4% dieldrin 
the proportions of homozygous resistant, hetero- 
zygous resistant, and pure susceptible A. gambiae could 
be determined in the field. This method was applied 
in a survey of an area in Western Sokoto, N. Nigeria, 
measuring about 600 sq. miles (1,554 sq. km.). 

In Sokoto town, an unsprayed area, although no 
homozygous resistant strains were found, 6°% of the 
A. gambiae were heterozygous resistant strains; the 
proportion was less in other unsprayed areas, but hetero- 
zygous resistant strains were always present. In all 
areas that had previously been sprayed with either 
dieldrin or gamma benzene hexachloride (B.H.C.) a high 
degree of dieldrin resistance was found, 89% of the 
A. gambiae being homozygous resistant. Dieldrin 
resistance was linked with resistance to gamma B.H.C., 
but not to DDT. That a “resistance potential” 
exists in unsprayed areas was indicated by the presence 
of heterozygous resistant strains. Spraying in such 
areas will thus rapidly lead to the establishment of a 
homozygous resistant mosquito population. DDT is 
therefore considered to be the best insecticide for use in 
this area. Clement C. Chesterman 
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Nutrition and Metabolism 


711. The Site of Absorption of Vitamin B;2 in Man 
Cc. C. and D. L. Lancet [Lancet] 1, 
18-21, Jan. 3, 1959. 2 figs., 22 refs. 


The distribution of radioactivity in the small intestine 
was determined directly at laparotomy 3 hours after an 
oral dose of 1 yg. of radioactive vitamin By2 (cyanoco- 
balamin) in 4 patients undergoing operation on the 
stomach. Determination of the plasma vitamin-B,2 
level showed absorption of the vitamin to be normal. 
At the time of laparotomy absorption had not begun 
and only a small amount of radioactivity appeared in 
theplasma. All the radioactivity was concentrated in the 
distal part of the small intestine in 3 cases and in the 
distal two-thirds in the fourth. In all 4 patients peak 
radioactivity appeared 8 to 12 hours later, indicating 
that the operation performed had not interfered with 
absorption. 

The absorption of radioactive vitamin B,2 was further 
studied in 12 patients undergoing various operations on 
the small intestine. In all 9 in whom resection or short- 
circuiting of the ileum was performed absorption of the 
vitamin was subnormal and was unaffected by adminis- 
tration of intrinsic factor or by previous treatment with 
chlortetracycline. Evidence of vitamin-B;2 deficiency 
was later demonstrated in many of these patients. It 
thus appears that the ileum is the site of absorption of 
vitamin Bi2, and it is suggested that when the major 
portion of the ileum has to be removed the patient should 
be kept under close haematological supervision or treated 
prophylactically with the vitamin. 

F.. W. Chattaway 


772. The Malabsorption Syndrome: Its Treatment with 
a Gluten Free Diet 

D. J. BucHan, A. M. Marko, and J. W. GERRARD. 
Canadian Medical Association Journal (Canad. med. Ass. 
J.) 79, 227-230, Aug. 15, 1958. ‘2 figs., 13 refs. 


From the University of Saskatchewan, Saskatoon, 
Canada, the authors report the results of a trial of a 
gluten-free diet in the treatment of 9 patients with the 
malabsorption syndrome. None of the patients (5 male 
and 4 female, aged 17 to 61 years) showed any evidence of 
hepatic, pancreatic, or intrinsic small-bowel disease, but 
all had had chronic or recurrent diarrhoea for periods 
varying from 2 months to 18 years. The effect of the 
diet was assessed after 2 to 18 months. 

All the patients improved and gained weight, the gains 
ranging from 20 to 46 Ib. (9 to 20-8 kg.). This improve- 
ment was accompanied by an increase in appetite and 
sense of well-being, the patients being able to resume 
normal activity. The diarrhoea ceased in all cases, 
although occasionally a bulky stool was passed. Fat 
excretion decreased, but was still in excess of normal in 
the majority of cases. The glucose tolerance. curve 
temained flat in at least 4 cases. The serum calcium 
level returned to normal in the 5 cases in which this was 


increased before treatment; 3 of these 5 patients had 
latent or manifest tetany initially, but no evidence of 
tetany was found after treatment with the gluten-free 
diet. The serum albumin level, which was below 3-5 g. 
per 100 ml. in 8 cases before treatment, became normal, 
and in 3 patients with anaemia there was haematological 
improvement. Radiologically, the pattern of the small 
intestine improved slowly, suggesting that at least 8 
months’ therapy was necessary before the appearances 
became normal. The authors emphasize that extreme 
care must be taken with the diet, which must be continued 
for a long time. A. Gordon Beckett 


773. Long-term or Maintenance Adrenal Steroid Therapy 
in Non-tropical Sprue 

M. J. Lepore. American Journal of Medicine [Amer. J. 
_Med.] 25, 381-390, Sept., 1958. 21 refs. 


From the Presbyterian Hospital, New York, the author 
reports the beneficial effect of oral maintenance steroid 
therapy in 6 female patients who had suffered from 
severe non-typical sprue for periods varying from 3 to 11 
years and who were subsequently maintained with corti- 
sone, hydrocortisone, or prednisone in daily dosages of 
50, 40, and 10 mg. respectively for one to 6 years. 

All 6 patients responded rapidly to this treatment, 
showing improved appetite, weight gain, cessation of 
diarrhoea, disappearance of tetany, an increase in the 
serum albumin level, better fat absorption, and improved 
radiographic findings in the small intestine. The only 
untoward incident was the development of a duodenal 
ulcer in one case which, however, responded to medical 
treatment while administration of hydrocortisone was 
continued. One additional patient (not in the series) 
failed to respond to therapy, while one other initially 
treated by the author with cortisone subsequently devel- 
oped transfusion serum hepatitis and tuberculous 
adenitis and, despite the author’s warning, was given 
maximal doses of ACTH by her own physician and died 


_of disseminated tuberculosis. That continued steroid 


therapy is desirable was shown by the fact that 3 of the 
6 patients described above had had previous inter- 
mittent courses of cortisone, but had relapsed on each 
occasion on which cortisone was withdrawn. The mode 
of action of the steroids is unknown, there being no real 
evidence for adrenal cortical insufficiency in this disease; 
the possibility that it may be a gluten sensitivity phenome- 
non could explain their beneficial effect. The author 
stresses that the treatment should be reserved for patients 
with intractable sprue who have failed to respond to the 
usual standard measures, including a period on a gluten- 


free diet. B. M. Ansell 
774. Intestinal and Absorption after Gastrec- 
tomy. [Monograph, in English] 


G. LunpH. Acta chirurgica Scandinavica [Acta chir. 
scand.] Suppl. 231, 1-83, 1958. 34 figs., bibliography. 
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Gastroenterology 


775. Acute and Subacute Interstitial Pancreatitis: a 
Clinicopathologic Study 
H. W. Evans, J. B. Gross, and A. H. BAGGENSsTOss. 
Gastroenterology [Gastroenterology] 35, 457-464, Nov., 
1958. 2 figs., 33 refs. 


From January 1, 1921, to December 31, 1955, the 
diagnosis of acute or subacute interstitial pancreatitis 
was made at necropsy in 25 cases at the Mayo Clinic. 
These 25 cases represented an incidence of 0-13°% of all 
cases coming to necropsy during that period. 

Analysis of the clinical histories failed to reveal a 
uniform specific clinical picture. In 15 of the 25 cases 
the records contained no mention of abdominal pain 
during the final illness. Although the limitations of 
retrospective analysis employed in studies based on 
necropsy material are recognized, it seems fair to assume 
that 60% of the patients had not experienced clinically 
significant abdominal pain during their final illnesses. 
In each of the 25 cases, acute or subacute interstitial 
pancreatitis was considered to be an incidental finding at 
necropsy; in no instance could one be certain that the 
pancreatitis was the dominant factor in the patient’s 
illness or death. Significant findings noted concomit- 
antly with acute and subacute interstitial pancreatitis 
at necropsy were: (1) diseases of the liver, common bile 
duct, or gall-bladder in 64°%; (2) evidence of recent intra- 
abdominal surgical procedures in 36°%%; (3) peritonitis in 
32°; (4) intestinal obstruction in 12%; and (5) uremia 
in 12%. Hepatitis, myocarditis, or meningitis, as well 
as pancreatic inflammation, were found in 5 cases (20% 
__ Of the total).—[Authors’ summary.] 


OESOPHAGUS 


776. Cardiomyotomy (Heller’s Operation) for O6cso- 
-phageal Achalasia 

W. F. P. Gammie, D. JENNINGS, and J. E. RICHARDSON. 
Lancet {Lancet} 2, 917-920, Nov. 1, 1958. 6 refs. 


Heller’s operation (cardiomyotomy) for the relief of 
achalasia has been criticized on the ground that it may 
destroy the functional sphincter at the lower end of the 
cesophagus and thus allow gastric reflux leading to pep- 
tic oesophagitis. But this has not been the authors’ 
experience, and to confirm their impression they have 
reviewed the condition of 18 patients subjected to this 
operation 2 to 8 years previously at the London Hospital. 
By a thoracic, or in some cases an abdominal approach, 
an incision was made through the muscular coat of the 
oesophagus extending downwards to the stomach and up- 
wards to well above the narrowed segment. There were 
no operative deaths, but complications occurred in 2 
cases, one patient developing a minor traumatic dia- 
phragmatic hernia, and another a sliding hernia with 
adhesions, leading to acid regurgitation with pain and 


haemorrhage. In 6 cases the result was assessed as 100% 
successful, in another 5 as 90%, in 4 as 70%, and in 
one as 50%. There was one failure and one patient 
died 2 months after operation. 

The authors have found the radiological appearances to 
be very variable, but they generally include oesophageal 
enlargement, delay, and abnormal or reduced copn- 
tractions. After operation there is usually an improve- 
ment, with recovery of tone; in no case was there further 
enlargement. They describe three stages of achalasia, 
In the first stage there is a discrepancy between symptoms 
and findings—either a symptomless patient shows radio- 
logical changes in the oesophagus, or a patient with 
dysphagia, usually intermittent, shows little or no radio- 
logical abnormality. In the second stage difficulty 
in swallowing recurs at each meal, and now a barium 
swallow shows early enlargement of the cesophagus and 
delay in the passage of food. In the third stage the 
oesophagus is dilated and elongated and there is con- 
siderable retention of food and loss of movement; an 
irreversible stage is reached soon thereafter. Cardio- 
myotomy performed in the second stage causes reversion 
to the first stage, with radiological improvement. If the 
operation is performed in the third stage the subjective 
results are excellent, but radiologically there is little 
change. Bad results follow operation in the first stage 
(also called ‘* diffuse spasm’) or too short an incision. 
In the authors’ opinion heartburn after operation is due 
to food retention, not to acid reflux. 

[Other authors have found evidence of regurgitation 
after Heller’s operation in some cases, with oesophagitis 
and even stricture formation. ] M. Meredith Brown 


STOMACH AND DUODENUM 


777. Combined Gastric and Duodenal Ulceration. A 
Survey of 157 Cases 

R. MANGOLD. British Medical Journal (Brit. med. J.] 2, 
1193-1197, Nov. 15, 1958. 1 fig., 20 refs. 


A review is presented from the Central Middlesex 
Hospital, London, of 157 cases in which combined 
ulceration of the stomach and duodenum was first diag- 
nosed between 1947 and 1954. Definite radiological, 
surgical, or post-mortem evidence of chronic ulceration 
was obtained in each case. Only those cases in which 
the gastric ulcer was situated at or above the angulus 
were included. In 139 cases the presence of both 
ulcers was diagnosed radiologically. On the basis of 
the total number of duodenal ulcers (3,744) and of gastric 
ulcers (1,352) diagnosed radiologically during the same 
period, the observed incidence of combined ulcers was 
2:7%. The author suggests that if the reported incidence 
of prepyloric ulcers is also taken into consideration then 
the theoretical incidence of combined ulcers would rise to 
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GASTROENTEROLOGY 


35%; thus one out of every 8 hospital patients with 

ulcer and one out of every 30 with duodenal 
uler may be expected to have an associated ulcer of the 
other type as well. The author states that the x-ray 
findings were incomplete in less than 5% of the cases, 
and that in the majority the radiological diagnosis was 
confirmed at gastroscopy or operation, or both. 

In 91 patients, including 20 females, a proved chronic 
duodenal ulcer preceded the appearance of a gastric 
ulcer, while in 25 others with a short history gastric and 
duodenal ulcers were found simultaneously. In 12 cases 
gastro-enterostomy was performed for duodenal ulcer 
one to 25 years before a gastric ulcer distant from the 
anastomosis was found, and in one case vagotomy had 
been carried out only 2 years before the gastric ulcer 
developed. Gastric ulcer preceded the duodenal ulcer 
in 8 patients, 7 of whom were males. 
sequence could not be established because the records 
were incomplete. Of the 157 patients, 125 were males, 
giving a sex ratio of 3-9 to 1. In patients with duodenal 
uleer preceding the gastric ulcer the mean age at which 
the combined lesion was diagnosed was 54 years. A 
primary diagnosis of gastric ulcer was usually made some 
months to 14 years (average 6 years) before a duodenal 
uker was diagnosed. 

Both ulcers were active together i in 98 of the 157 cases. 
The author considers that only in a minority of patients 
can combined ulceration be suspected on the basis of a 
change in symptoms. Multiple ulcers were present in 
the stomach in 13 patients and in the duodenum in 9. 
Organic pyloric stenosis, which was found in 12 cases 
only, did not appear to play any part in the production 
of gastric ulceration. Haemorrhage occurred on 89 
occasions in 59 of the patients; correlation of this inci- 
dence of haemorrhage with the duration of the ulcers, 
where known, showed that there was only one hae- 
morrhage for 90 patient-years with a single ulcer, com- 
pared with one haemorrhage for 11 patient-years with 
combined ulcers. Perforation occurred on 24 occasions 
in 22 cases, and in 9 cases there was hour-glass deformity 
of the stomach. Altogether, 82 of the 157 patients 
underwent one or more operations for peptic ulcer. 

Thomas J. Thomson 


778. Occult Blood in Faeces after Administration of 


Aspirin 
L.T. F. L. British Medical Journal (Brit. med. 
JJ 2, 1062-1066, Nov. 1, 1958. 1 fig., 10 refs. 


Simultaneously with the study reported by Lange 
(Gastroenterology, 1957, 33, 770; Abstr. Wild Med., 1958, 
4%, 12) on the effect of salicylic acid on the gastric 
mucosa the present author was carrying out.a similar 
investigation on 140 patients at the University Hospital, 
Leiden, and on 40 normal subjects, none of whom had 
any symptoms of gastro-intestinal disease. Aspirin 
(acetylsalicylic acid) was administered during a period of 
20 days, or in some cases for a longer period, in daily 
doses of 1:5 to 3 g.; during the last 6 days of aspirin 
medication the diet was kept free from meat and green 
vegetables, no preparations containing iron were given, 
the patient was instructed not to brush his teeth, and the 
stools were tested for occult blood by the benzidine 


In 20 cases the - 
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reaction, the strength of the benzidine solution used 
being approximately 0-75°%. The result was regarded 
as positive if a positive reaction was obtained on 3 suc- 
cessive stool specimens during the period of aspirin 
medication with the prescribed diet, provided also that 
3 successive negative reactions were obtained after the 
cessation of aspirin medication. 

Occult loss of blood in the faeces was found in 
approximately 70°%% of the 180 subjects, the results in 
both patients and controls being similar; further, the 
results were found to be repeatable in 27 out of 28 cases 
tested. The incidence of occult blood and the strength 
of the benzidine reaction were not influenced by the 
dosage of aspirin nor by the form in which it was ad- 
ministered (as tablets or as a powder suspended in water). 
After the cessation of aspirin medication the benzidine 
reaction changed from positive to negative in an average 
period of 4 to 5 days. When enteric-coated tablets of 
aspirin were administered to 20 of the subjects giving a 
positive reaction to ordinary aspirin the reaction had 
changed from positive to negative in only 5 cases after 
13 days of the new medication. Occult blood was not 
found in patients who received enteric-coated tablets of 
sodium salicylate (‘‘ entrosalyl”’), nor in a group of 10 
patients who received ordinary tablets of sodium 
salicylate. 

[These results differ from those reported by Alvarez 
and Summerskill (see Abstract 538) who, however, used | 
a 0:5°% solution of benzidine, which probably explains 
the smaller proportion of positive reactions in their 
series. ] Joseph Parness 


LIVER 


779. Cryptogenetic Cirrhosis. A Stedy of Its Natural 
History. [Ih English] 

L. OLHAGEN and B. OLHAGEN. Acta medica 
[Acta med. scand.] 162, 287-306, Nov. 10, 1958. 21 refs. 


The chief causes of cirrhosis of the liver are generally 
stated to be alcoholism (52 to 86°% in various recent 


. gtudies) and nutritional deficiency, with viral hepatitis 


not far behind. More rarely external biliary obstruction, 

cardiac failure, haemochromatosis, and syphilis are 

named as probable causes [together with schistosomiasis 

in the tropics]. The authors point out, however, that 

in many cases none of the above explanations seems 

valid, and in this paper from Karolinska Sjukhuset, 

Stockholm, they give an account of 75 such cases of 

cryptogenetic” cirrhosis and discuss their probable: 
aetiology, dividing them into five groups on the basis of 

the preceding history as follows. 

I. In 12 cases the development of cirrhosis followed, 
and appeared to be directly associated with, severe or 
protracted bacterial infection—for example, chronic 
osteomyelitis or pleurisy and empyema. [They include 
no example of typhoid fever, which was well recognized 

in the older literature as a probable cause of cirrhosis; 
bet no doubt this is a rare disease nowadays in Scandi- 
navia.] II. In 20 cases there was a history of rheumatic 
disease—rheumatic fever in 12, serositis in n 2, and rheu- 
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matoid arthritis in 6—at intervals up to 17 years before 
the onset of cirrhosis which, however, was so closely 
associated in some cases as to suggest that the cirrhosis 
was another manifestation of the same systemic disease 
process. III. The 13 patients in this group suffered 
from a variety of severe gastro-intestinal disorders before 
the signs of cirrhosis appeared. They included 4 cases 
of chronic ulcerative colitis and 3 of recurrent peptic 
ulcer. IV. In 8 cases there was a previous history of 
diseases such as pneumonia, appendicitis and peritonitis, 
cholelithiasis, tuberculosis, cancer, and heart failure, 
**each of which could conceivably have contributed to 
the development of cirrhosis, but could equally well 
have been irrelevant”. V. In 17 of the remaining 18 
cases an attack of jaundice, which in 9 was characteristic 
of viral hepatitis, was the only previous disorder, the 
interval between the icteric episode and the diagnosis of 
cirrhosis ranging from a few days to more than 60 years. 
In one case the patient presented with bleeding oeso- 
phageal varices and had no history of jaundice. 

A long and careful discussion, well tempered with 
caution, of the possible aetiological significance of the 
previous disease in each group is presented. A good 
bibliography is provided. J. W. McNee 


780. Serum-transaminase: Alkaline-phosphatase Ratio in 
Differential Diagnosis of Jaundice 

A. L. Latner and A. J. Smita. Lancet [Lancet] 2, 915- 
917, Nov. 1, 1958. 4 figs., 10 refs. 


It is known that in liver disease associated with jaun- 
dice both the serum alkaline-phosphatase and serum 
transaminase levels are raised, but whereas the increase 
in the former tends to be greater in cases due to extra- 
hepatic obstruction than in those due to cellular necrosis, 
the opposite holds good for the latter. The serum 
transaminase: alkaline-phosphatase ratio might therefore 
‘be of value in differentiating between hepatocellular and 
extrahepatic jaundice. This ratio was determined in 106 
jaundiced patients admitted over one year to the Royal 
Victoria Infirmary, Newcastle upon Tyne, in 50 of whom 
the jaundice was due to hepatocellular disease (acute or 
chronic hepatitis) and in 56 to extrahepatic obstruction 
(gall-stones, carcinoma of the head of the pancreas or 
of the biliary tract, metastatic carcinoma, or chronic 
pancreatitis). The ratio was 7 or higher in nearly three- 
quarters of the former group, but in only 4 of the latter. 
On the other hand in more than half of the latter group 
and none of the former the ratio was 3 or less. 

The cases in which the ratio was between 3 and 7 (and 
therefore regarded as of no help in diagnosis) were further 
studied by a procedure (previously reported) in which the 
results of the thymol turbidity test were related to the 
serum alkaline-phosphatase level. All patients giving 
a positive reaction to the thymol turbidity test had hepato- 
cellular disease. Of the remainder, all those whose 
serum alkaline-phosphatase level was 18 units or higher 
had extrahepatic obstruction and all but 2 of those in 
whom it was 12 units or less had hepatocellular disease, 
there being 9 cases (7 of hepatocellular disease) in 
which the level was between 12 and 18 units and which 
therefore could not be differentiated by this means. 


With these laboratory procedures alone it would haye 
been possible to obtain a correct diagnosis in 48 out of 
the 50 cases of hepatocellular jaundice and in 43 out of 
the 56 cases of extrahepatic jaundice—that is, a corregt 
diagnosis would have been made in 86% of the 106 cases, 
an equivocal diagnosis in 8°, and a false diagnosis in 6% 
The results ‘obtained with the two procedures together 
were better than those obtained with the second pro. 
cedure alone. Joseph Parness 


781. The Structural and Functional Unit in the Huma 
Liver (Liver Acinus) 

A. M. Rappaport. Anatomical Record [Anat. Rec) 
130, 673-689, April [received Nov.], 1958. 7 figs, 
16 refs. 


Previous papers by the author and his colleagues at 
the University of Toronto have described the investiga- 
tion of the intimate structural architecture of the liver 
of the dog and rabbit by the simultaneous injection of two 
differently coloured gelatin masses into the two main 
branches of the portal vein, hepatic artery, or bile duct. 
In the present paper are reported the results of similar 
investigations on the human liver in which indian ink 
was injected into the portal vein post mortem under a 
pressure of 10 mm. Hg, sections 100 to 150 w thick being 
then cut, cleared, and examined’. With the aid of re 
productions of 7 photomicrographs of sections so pre- 
pared the author describes three types of functional and 
structural unit in the human liver—the simple acinus, the 
complex acinus, and the acinar agglomerate. He con- 
cludes that his conception of acinar structure throws light 
on the interpretation of the pathology of the common 
diseases of the liver. 

[The method used appears to be simply a modem 
development of the original gelatin injection technique 
used between 1856 and 1889 by Beale, whose account of 
his findings (The Liver, London, 1889) still forms the 
basis of our ideas on the complicated structure of the 
liver. The abstracter found the present author’s inter- 
pretations of his findings, in which he has no doubt 
drawn freely on his earlier work in animals, very difficult 
to follow.] J. W. McNee 


782. Serum Glutamic Oxalacetic Transaminase Activity 
in Acute and Chronic Alcoholism 
N. U. BANG, K. Iversen, T. JAGT, and S. MADSEN. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 168, 156-160, Sept. 13, 1958. 4 figs., 17 refs. 


The effect of acute alcoholic intoxication on the serum 
glutamic oxalacetic transaminase (S.G.O.T.) activity 
was studied at Kommunehospitalet, Copenhagen, changes 
in the enzyme activity being correlated with the results 
of liver function tests and blood alcohol levels. After 
preliminary tests had confirmed that S.G.O.T. activity 
was normal and stable in chronic alcoholic patients 
hospital and not having access to alcohol, 39 chronic 
alcoholic subjects attending the psychiatric out-patient’ 
clinic were admitted to hospital whenever they were seen 
to be in an acutely intoxicated state. A blood sample 
was taken within one to 10 hours after consumption of the 
alcohol and thereafter twice daily for estimation of the 
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blood alcohol level, serum thymol turbidity, icteric 
index, serum protein level (by electrophoresis), and 
§,G.0.T. activity (determined spectrophotometrically). 
Two control groups were similarly investigated after 
drinking 200 ml. of 45°%% alcohol as “‘ aquavit”’, one 
goup consisting of 19 chronic institutionalized alcoholics 
without clinical or biochemical evidence of hepatic 
disease and the other of 12 non-alcoholic subjects. 
§,G.0.T. activity was determined spectrophotometrically 
by the method of Henley and Pollard (J. Lab. clin. Med., 
1955, 46, 785), the upper limit of normal being taken as 
2mM. of pyruvic acid per ml. of serum per hour. 

In 27 out of 35 of the alcoholic subjects—4 having been 
excluded because of the presence of active hepatic cirrho- 
sis—the S.G.O.T. level was increased to 2:18 and 10-86 
mM. per ml. per hour and remained high for one to 11 
days after the acute intoxication; the highest activity 
was found initially and averaged 4-1 mM. per ml. 
pr hour. In most cases the value returned to normal 
in3 to 5 days. The blood alcohol concentration varied 
between 0-049 and 0-308 ml. per 100 ml., a rough correla- 
tion being found between the blood alcohol level immedi- 
ately after admission and the maximum S.G.O.T. value. 
This value remained normal in the other 8 patients\of 
the series, while the thymol turbidity, icteric index, and 
yglobulin level were not raised in any of the 35 patients. 
Liver biopsy examination performed on 3 patients showed 
sight fatty infiltration in 2, but normal appearances in 
the third. The authors conclude that the increase in 
§.G.0.T. activity found in some 80°% of these chronic 
alcoholics may indicate a direct toxic action of alcohol 
on the liver of the chronic alcoholic subject. 

Celia Oakley 


INTESTINES 


783. Treatment of Ulcerative Colitis with Local Hydro- 
cortisone Hemisuccinate Sodium. A Report on a Con- 
trolled Therapeutic Trial 

§.C. TRuELOvE. British Medical Journal [Brit. med. J.} 
2, 1072-1077, Nov. 1, 1958. 3 figs., 7 refs. 


This is the third report of a series from the Radcliffe 
Infirmary, Oxford, on the value in ulcerative colitis of 
hydrocortisone applied topically to the colon by nightly 
rectal drip. [For the two previous studies see Brit. med. 
J, 1956, 2, 1267; Abstr. Wid Med., 1957, 21, 253, and 
Brit. med. J., 1957, 1, 1437; Abstr. Wld Med., 1957, 22, 
359.] The present investigation was divided into three 
parts. In the first, a blind trial of one week’s duration, 
20 patients received a nightly rectal drip of hydrocortisone 
and 20 a solution of dextran in a similar manner. There 
Was a striking and statistically significant improvement, 
clinically, sigmoidoscopically, and histologically, in the 
Patients given hydrocortisone compared with insignifi- 
cant changes in those given the inert substance. 

In the second part, which began immediateiy after the 
first, all the patients were given a rectal drip of hydro- 
cortisone together with antibiotics for 2 weeks, penicillin 
and streptomycin being added to the hydrocortisone 
solution in the majority of the cases. At the end of the 
treatment period, the condition of the group initially 
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given hydrocortisone was closely similar to that of the 
controls. Again, the clinical response was closely 
paralleled by the sigmoidoscopic and histological findings. 
However, in a few patients the administration of anti- 
biotics caused a sharp exacerbation of symptoms, al- 
though no histological change attributable to the anti- 
biotics was observed. On the other hand, some of the 
patients who did not improve with hydrocortisone alone 
responded to hydrocortisone and antibiotics. The 
author suggests that antibiotics should not be given as 
a routine, but if there is no improvement at the end of 
one week penicillin and streptomycin should be added 
to the hydrocortisone solution. If exacerbation then 
occurs administration of antibiotics should cease, but 
if the response is good antibiotics should be continued 
for 7 to 10 days. 

In the third part of the investigation, maintenance 
therapy with a rectal drip of hydrocortisone or of an 
inert substance was given twice weekly for 6 months to 
26 patients who were symptom-free at the end of the 
second part. No difference was observed between 
patients and controls in the incidence of relapse. 

The author concludes that hydrocortisone rectally 
has some direct local action, that it acts more rapidly 
than systemic cortisone, and that it does not produce 
side-effects. Small amounts only reach the circulation. 
Approximately two-fifths of the successfully treated 
patients will have a relapse during the following 6 months, 
but the majority of these will respond quickly to further 
treatment. 

(In an appendix to the paper the results are reported of 
bacteriological examination of 137 rectal swabs taken 
from patients included in the trial. No organisms of the 
Salmonella or Shigella groups were isolated, and no 
significant increase in resistance of organisms to the 
antibiotics was observed.) A. Gordon Beckett 


784. Treatment of Ulcerative Colitis with Topical 
Hydrocortisone Hemisuccinate Sodium. A Controlled 
Trial Employing Restricted Sequential Analysis 

G. WATKINSON. British Medical Journal [Brit. med. J.] 
2, 1077-1082, Nov. 1, 1958. 3 figs., 7 refs. 


From the University of Leeds the author reports a 
blind controlled trial of rectal instillation of a solution 
of hydrocortisone hemisuccinate in the treatment of 16 
patients with ulcerative colitis, and an assessment by 
means of sequential analysis of the frequencies of sympto- 
matic remission and sigmoidoscopic improvement with 
the drug and with an inert substance respectively. 
Clinical remission was obtained after 9 of the 10 treatment 
periods with hydrocortisone, but after only one of the 9 
treatment periods with the inert substance. For the 
purpose of sequential analysis treatment was given to 
pairs of patients in random order. Three pairs were 
tied—that is, no difference was observed between the 
effect of hydrocortisone and that of the inert substance. 
In all the six untied pairs hydrocortisone proved to be 
much superior to the inert substance. In 2 patients who 
acted as their own controls hydrocortisone resulted in 
remission, but the inert substance did not. 

A. Gordon Beckett 
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785. The Cardiovascular Complications of Asthma and 
Their Treatment. (Les accidents cardio-vasculaires de 
l’asthme et leur traitement) 

J. TurtaF and R. GeorGes. Presse médicale [Presse 
méd.| 66, 1543-1546, Oct. 8, 1958. 


In a study of the incidence of cardiac complications 
in bronchial asthma the authors have reviewed 747 cases 
of this disorder seen at the H6pital Bichat, Paris, with the 
following results. No cardiac abnormality was found 
in 530 patients (71%); electrocardiographic (ECG) 
evidence only of right atrial and right ventricular hyper- 
trophy in 143 (18%); acute cor pulmonale and right 
ventricular ischaemia in 6 (0-75°%); ischaemia of the left 
ventricle in 14 (1-8°%); acute myocardial failure in 12 
(1-6%); chronic cor pulmonale in 41 (5-4%); and peri- 
carditis in only one (0-13°%). 

They then consider in detail the changes in the cardio- 
vascular system in three categories of asthmatic patient. 
(1) In those examined during an episode of bronchial 
asthma of moderate intensity there were no cardiac 
complications of any importance. (2) Of 99 patients in 
status asthmaticus, the heart was normal in 41-4°%. 
Heart failure occurred most frequently in men aged 40 
to 50 and 4 times more often than in women. The 
severity of the heart failure was determined by the dura- 
tion of dyspnoea, the degree of bronchial spasm, and the 
presence of bacterial infection of the bronchial tree. 
Acute cor pulmonale and ischaemic lesions of either 
ventricle were encountered exclusively in patients with 
recurrent status asthmaticus. (3) Of 648 patients with 
intermittent bronchial asthma, 489 (75-5°%) had no cardiac 
abnormality, 118 (18-2°%) had right atrial and ventricular 
hypertrophy, and 41 (6-3°%) suffered from chronic cor 
pulmonale. Special emphasis is laid on the ECG finding 
of right atrial and right ventricular hypertrophy without 
clinical evidence of heart failure. Such a finding, though 
not always indicative of overt right-sided heart failure, 
may precede the onset of right ventricular failure by 
months or even years. The authors conclude that the 
main causes of cardiac complications in asthmatic 
patients are pulmonary arterial hypertension resulting 
from alveolar anoxia and, secondly, pulmonary vascular 
disorders originating in abnormal vasomotor and allergic 
responses. 

In regard to prevention and treatment the authors 
consider that prednisone and ACTH are the most 
useful drugs in the treatment of cardiovascular dis- 
orders associated with asthma. Acute myocardial failure 
is treated by means of an artificial respirator after trache- 
otomy, followed by slow intravenous infusion of ACTH 
and noradrenaline. In their opinion prednisone 
acts in three ways: it restores efficient pulmonary 
ventilation, it increases diuresis by direct action on the 
kidneys, and finally it provides anti-allergic protection. 

A. I. Suchett-Kaye 


Cardiovascular System 


DIAGNOSTIC METHODS 


786. An Electrocardiographic Analysis of Sixty-five 
Cases of Mitral Regurgitation 


L. G. Bentivociio, J. F. Uriccuio, A. WaALpow, 
W. Likorr, and H. GoLpBerG. Circulation [Circulation| 
18, 572-580, Oct., 1958. 24 refs. 


This report from Hahnemann Medical College and the 
Bailey Thoracic Clinic, Philadelphia, is based on the 
electrocardiographic findings in 65 patients referred for 
surgical correction of mitral regurgitation of rheumatic 
origin, the diagnosis being confirmed at operation in 
64 cases and at necropsy inone. The age of the patients, 
22 males and 43 females, ranged from 13 to 54 years, 
and all but 4 were digitalized. Only one-quarter (16 
of them were in sinus rhythm, and of these only 2 were 
men, the other 20 men having atrial fibrillation. Half 
the patients (33) showed no electrical evidence of ven- 
tricular hypertrophy, while 19 had left ventricular and 
6 right ventricular hypertrophy; the remainder had 
right bundle-branch block or combined ventricular 
hypertrophy. 

The authors point out that their findings differ in 
certain respects from those of other workers. Thus, for 
example, compared with the series reported by Brigden 
and Leatham (Brit. Heart J., 1953, 15, 55) the present 
series had a lower incidence of left ventricular hyper- 
trophy and a higher incidence of atrial fibrillation, 
particularly among men. The latter may have been 
due, they suggest, to the higher proportion of advanced 
cases in this series. J. A. Cosh 


787. The Electrocardiogram in Syphilitic Heart Disease 
G. Storey. British Heart Journal (Brit. Heart J.| 20, 
483-494, Oct., 1958. 8 figs., 30 refs. 


A study was undertaken at the London Hospital with 
the aim of assessing the value of the electrocardiogram 
(ECG) in the diagnosis of syphilitic heart disease and in 
particular the effect on the ECG of stenosis of the coron- 
ary orifices by syphilitic aortitis. It was found that 
the ECG was abnormal in 50 out of 72 such cases. Of 
the 34 patients with “true cardiac pain,” 33 had an 
abnormal ECG. Among the 18 patients without pain 
there were no cases in which the changes in the ECG 
were “ indisputably the outcome of cardiac ischaemia ”; 
in this group 10 had normal tracings, one had right 
bundle-branch block, 5 had left ventricular preponder- 
ance in the presence of aortic incompetence (one with 
auricular fibrillation), and 2 had auricular fibrillation 
without other abnormalities except those due to the 
effects of digitalis. 

Although the ECG is abnormal in a high proportion 
of cases of syphilitic heart disease with cardiac pain, it 1s 
stressed that positive evidence of cardiac ischaemia is 
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pien difficult to obtain. This is attributed to the rarity 

of abnormal Q waves in the tracings and the frequent 

of left ventricular preponderance. It is con- 

duded that when syphilitic aortitis is discovered or 

gspected the examination of the case is incomplete if 

idoes not include an ECG, as this often reveals involve- 
nent of the orifices of the coronary arteries by aortitis. 
William A. R. Thomson 


48. The Electrocardiogram in Pectus Excavatum 

M. OLIverrA, M. P. SAMBui, and H. A. ZIMMERMAN. 
hitish Heart Journal (Brit. Heart J.| 20, 495-501, Oct., 
8. 7 figs., 14 refs. 


Astudy of 13 patients with pectus excavatum, in whom 
w evidence of heart disease was found, revealed the 
mesence of “* more or less constant characteristic electro- 
andiographic findings, which, although not pathogno- 
nonic, yet can be suggestive of this anomaly ”’. These 
indings consisted in S,S3 or S3Q3, negative P waves in V1, 
ad qr or rsr’ in V1, and are attributed by the authors to 
“dlockwise rotation of the heart on its longitudinal axis, 
bckward orientation of the auricular vector, and trans- 
nission of intracavitary potentials to the right praecordial 
kads”’. The importance of these observations lies in 
the fact that such changes are found in other conditions, 
weh as atrial septal defect or mitral stenosis with pul- 
monary hypertension, and their presence may therefore 
kad to erroneous diagnosis if the electrocardiogram is 
malysed without foreknowledge of the _ thoracic 
deformity. William A. R. Thomson 


CONGENITAL HEART DISEASE 


189. Closed Surgery in Atrial Septal Defect. Report 
m70 Cases. [In English] 

H. G. DavipsEN. Acta chirurgica Scandinavica [Acta 
thir. scand.| 115, 343-361, Sept. 25, 1958. 2 figs., 
refs. 


Experience of various techniques for the closure of 
iirial septal defects is described .in this article from 
Rigshospitalet, Copenhagen. Of a total of 70 patients, 
IS were treated by the semicircular suture method of 
Yndergaard and a further 40 by his improved technique 
of circumclusion suture (Sendergaard et al., Acta chir. 
wand., 1955, 109, 188; Abstr. Wid Med., 1956, 19, 122). 
luiley’s atrioseptopexy was performed in 12 cases, and 
patients were operated on without any corrective pro- 
dure being undertaken. The types of defect found are 


or “primum ” defects and posterior or “‘ secundum ” 
tefects; 44 were of the latter variety. Anomalous 
ttainage of the pulmonary veins was found in 22 cases, 
ae associated in half of these with a superior marginal 
ect. 
Three patients died during operation, 3 shortly after- 
wards, and one almost a year later. The complications 
‘countered are described. The operative results were 
garded as satisfactory in 61 of the surviving patients. 
Cardiac catheterization performed in 52 of these cases 
iter operation showed that closure was complete in 25 


tescribed and are divided into two main groups—anterior | 


and incomplete in 13, while in 14 the defect had not been 
closed (secondary operations in 4 of these resulting in 
complete closure). In 5 cases there was satisfactory 
clinical or radiological evidence of complete closure 
and the 4 remaining patients are awaiting catheterization. 
The final results for all 70 patients are given as follows: 
complete closure of defect, 30; incomplete closure, 13; 
defect not closed, 16; died, 7; not yet examined post- 
operatively, 4. 

_ An analysis of the results obtained by the different 
techniques used shows that they were least satisfactory 
by the semicircular suture technique, which has not been 
used since 1954. Complete or partial closure was ob- 
tained in 30 out of 40 cases by circumclusion suture and 
in 9 out of 12 by atrioseptopexy. 

T. Holmes Sellors 


790. Late Results of Operations for Fallot’s Tetralogy 
M. CAMPBELL. British Medical Journal (Brit. med. J.] 2, 
1175-1184, Nov. 15, 1958. 3 figs., 11 refs. 


In this paper from Guy’s Hospital and the Institute 
of Cardiology, London, the author reports the results 
obtained with subclavian-pulmonary anastomosis, 
pulmonary valvotomy or infundibular resection, or 
both, in 241 patients in whom Fallot’s tetralogy was 
diagnosed. 

** Good ” or “ very good ” results were obtained with 
anastomotic operations in 130 cases. Recent reports 
on 126 of these patients showed that 8 had died, 17 
had lost much or all of the improvement, and 101 were 
“‘as good or nearly as good as they were”. Of these 
101, who were followed up for an average of 74 years 
11 were well after 10 years, 10 after 9 years, 28 after 8 
years, 36 after 7 years, and 16 after 6 years. The results 
of direct operations were good in 79 out of 111 patients, 
70 remaining well for an average period of 5 years. 
After direct operations the annual death rate and the 
proportion of patients who lost all improvement were 
only about half as high as after the corresponding anasto- 
motic operations. 

Complications, especially cerebral abscess, of the in- 
completely corrected congenital defect caused over one- 
third of the deaths in the series. A further one-third 
were caused by heart failure under the load of an in- 
creased pulmonary flow. Closure of the anastomosis 
(with disappearance of the continuous murmur) or an 
apparent increase in the severity of pulmonary stenosis 
caused deterioration in many cases. 

Discussing the objective effects of surgical treatment 
of Fallot’s tetralogy the author states that following © 
successful operation exercise capacity increases, colour 
improves, and the patient ceases to squat. The haemo- 
globin level and the erythrocyte count fall and the heart 
increases in size up to one-tenth of the cardiothoracic 
ratio. After anastomotic operations a continuous mur- 
mur is heard. He emphasizes that none of these opera- 
tions is curative, for the septal defect remains. Never- 
theless, he considers that half the patients who obtain 
good results “‘ will be reasonably well after 21 years, but 
the average age will be only about 31 years... Perhaps 
one-quarter will be able to carry on in this way until 
they are 50”’. D. Emslie-Smith 
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785. The Cardiovascular Complications of Asthma and 
Their Treatment. (Les accidents cardio-vasculaires de 
l’asthme et leur traitement) 

J. TurtaF and R. GeorGes. Presse médicale [Presse 
méd.\ 66, 1543-1546, Oct. 8, 1958. 


In a study of the incidence of cardiac complications 
in bronchial asthma the authors have reviewed 747 cases 
of this disorder seen at the H6pital Bichat, Paris, with the 
following results. No cardiac abnormality was found 
in 530 patients (71%); electrocardiographic (ECG) 
evidence only of right atrial and right ventricular hyper- 
trophy in 143 (18°); acute cor pulmonale and right 
ventricular ischaemia in 6 (0-75°%); ischaemia of the left 
ventricle in 14 (1-89); acute myocardial failure in 12 
(16%); chronic cor pulmonale in 41 (5-4°%); and peri- 
carditis in only one (0-13°%). 

They then consider in detail the changes in the cardio- 
vascular system in three categories of asthmatic patient. 
(1) In those examined during an episode of bronchial 
asthma of moderate intensity there were no cardiac 
complications of any importance. (2) Of 99 patients in 
status asthmaticus, the heart was normal in 41-4%. 
Heart failure occurred most frequently in men aged 40 
to 50 and 4 times more often than in women. The 
severity of the heart failure was determined by the dura- 
tion of dyspnoea, the degree of bronchial spasm, and the 
presence of bacterial infection of the bronchial tree. 
Acute cor pulmonale and ischaemic lesions of either 
ventricle were encountered exclusively in patients with 
recurrent status asthmaticus. (3) Of 648 patients with 


* intermittent bronchial asthma, 489 (75-5°%) had no cardiac 


abnormality, 118 (18-2°%) had right atrial and ventricular 
hypertrophy, and 41 (6-3°%) suffered from chronic cor 
pulmonale. Special emphasis is laid on the ECG finding 
of right atrial and right ventricular hypertrophy without 
clinical evidence of heart failure. Such a finding, though 
not always indicative of overt right-sided heart failure, 
may precede the onset of right ventricular failure by 
months or even years. The authors conclude that the 
main causes of cardiac complications in asthmatic 
patients are pulmonary arterial hypertension resulting 
from alveolar anoxia and, secondly, pulmonary vascular 
disorders originating in abnormal vasomotor and allergic 
responses. 

In regard to prevention and treatment the authors 
consider that prednisone and ACTH are the most 
useful drugs in the treatment of cardiovascular dis- 
orders associated with asthma. Acute myocardial failure 
is treated by means of an artificial respirator after trache- 
otomy, followed by slow intravenous infusion of ACTH 
and noradrenaline. In their opinion prednisone 
acts in three ways: it restores efficient pulmonary 
ventilation, it increases diuresis by direct action on the 
kidneys, and finally it provides anti-allergic protection. 

A. I. Suchett-Kaye 
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DIAGNOSTIC METHODS 


786. An Electrocardiographic Analysis of Sixty-five 
Cases of Mitral Regurgitation 

L. G. BentivoGiio, J. F. Uriccuio, A. WaLpow, 
W. Lixorr, and H. GoLpBerG. Circulation (Circulation) 
18, 572-580, Oct., 1958. 24 refs. 


This report from Hahnemann Medical College and the 
Bailey Thoracic Clinic, Philadelphia, is based on the 
electrocardiographic findings in 65 patients referred for 
surgical correction of mitral regurgitation of rheumatic 
origin, the diagnosis being confirmed at operation in 
64 cases and at necropsy inone. The age of the patients, 
22 males and 43 females, ranged from 13 to 54 years, 
and all but 4 were digitalized. Only one-quarter (16) 
of them were in sinus rhythm, and of these only 2 were 
men, the other 20 men having atrial fibrillation. Half 
the patients (33) showed no electrical evidence of ven- 
tricular hypertrophy, while 19 had left ventricular and 
6 right ventricular hypertrophy; the remainder had 
right bundle-branch block or combined ventricular 
hypertrophy. 

The authors point out that their findings differ in 
certain respects from those of other workers. Thus, for 
example, compared with the series reported by Brigden 
and Leatham (Brit. Heart J., 1953, 15, 55) the present 
series had a lower incidence of left ventricular hyper- 
trophy and a higher incidence of atrial fibrillation, 
particularly among men. The latter may have been 
due, they suggest, to the higher proportion of advanced 
cases in this series. J. A. Cosh 


787. The Electrocardiogram in Syphilitic Heart Disease 
G. Storey. British Heart Journal (Brit. Heart J.| 20, 
483-494, Oct., 1958. 8 figs., 30 refs. 


A study was undertaken at the London Hospital with 
the aim of assessing the value of the electrocardiogram 
(ECG) in the diagnosis of syphilitic heart disease and in 
particular the effect on the ECG of stenosis of the coron- 
ary orifices by syphilitic aortitis. It was found that 
the ECG was abnormal in 50 out of 72 such cases. Of 
the 34 patients with “‘ true cardiac pain,” 33 had an 
abnormal ECG. Among the 18 patients without pain 
there were no cases in which the changes in the ECG 
were “ indisputably the outcome of cardiac ischaemia ”; 
in this group 10 had normal tracings, one had right 
bundle-branch block, 5 had left ventricular preponder- 
ance in the presence of aortic incompetence (one with 
auricular fibrillation), and 2 had auricular fibrillation 
without other abnormalities except those due to the 
effects of digitalis. 

Although the ECG is abnormal in a high proportion 
of cases of syphilitic heart disease with cardiac pain, it is 
stressed that positive evidence of cardiac ischaemia 1s 
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pen difficult to obtain. This is attributed to the rarity 

of abnormal Q waves in the tracings and the frequent 

of left ventricular preponderance. It is con- 

duded that when syphilitic aortitis is discovered or 

yspected the examination of the case is incomplete if 

does not include an ECG, as this often reveals involve- 
nent of the orifices of the coronary arteries by aortitis. 
William A. R. Thomson 


1%. The Electrocardiogram in Pectus Excavatum 

|. M. DE OLIverrA, M. P. SAMBHI, and H. A. ZIMMERMAN. 
hritish Heart Journal [Brit. Heart J.] 20, 495-501, Oct., 
1958. 7 figs., 14 refs. 


Astudy of 13 patients with pectus excavatum, in whom 
nw evidence of heart disease was found, revealed the 
presence of “* more or less constant characteristic electro- 
ardiographic findings, which, although not pathogno- 
monic, yet can be suggestive of this anomaly”’. These 
findings consisted in S;S3 or $3Q3, negative P waves in V1, 
ad gr or rsr’ in V1, and are attributed by the authors to 
“clockwise rotation of the heart on its longitudinal axis, 
backward orientation of the auricular vector, and trans- 
nission of intracavitary potentials to the right praecordial 
lads’’. The importance of these observations lies in 
the fact that such changes are found in other conditions, 
such as atrial septal defect or mitral stenosis with pul- 
monary hypertension, and their presence may therefore 
lad to erroneous diagnosis if the electrocardiogram is 
analysed without foreknowledge of the thoracic 
deformity. William A. R. Thomson 


CONGENITAL HEART DISEASE 


189. Closed Surgery in Atrial Septal Defect. Report 
om 70 Cases. [In English] 

H. G. DavipseN. Acta chirurgica Scandinavica [Acta 
chir. scand.| 115, 343-361, Sept. 25, 1958. 2 figs., 
17 refs. 


Experience of various techniques for the closure of 
atrial septal defects is described. in this article from 
Rigshospitalet, Copenhagen. Of a total of 70 patients, 
1S were treated by the semicircular suture method of 
Sondergaard and a further 40 by his improved technique 
of circumclusion suture (Sendergaard et al., Acta chir. 
seand., 1955, 109, 188; Abstr. Wld Med., 1956, 19, 122). 
Bailey’s atrioseptopexy was performed in 12 cases, and 
8 patients were operated on without any corrective pro- 
cedure being undertaken. The types of defect found are 


or “primum” defects and posterior or ‘‘ secundum ” 
defects; 44 were of the latter variety. Anomalous 
drainage of the pulmonary veins was found in 22 cases, 
pd associated in half of these with a superior marginal 
ect. 
Three patients died during operation, 3 shortly after- 
wards, and one almost a year later. The complications 
encountered are described. The operative results were 
tegarded as satisfactory in 61 of the surviving patients. 
Cardiac catheterization performed in 52 of these cases 
after operation showed that closure was complete in 25 


described and are divided into two main groups—anterior 
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and incomplete in 13, while in 14 the defect had not been 
closed (secondary operations in 4 of these resulting in 
complete closure). In 5 cases there was satisfactory 
clinical or radiological evidence of complete closure 
and the 4 remaining patients are awaiting catheterization. 
The final results for all 70 patients are given as follows: 
complete closure of defect, 30; incomplete closure, 13; 
defect not closed, 16; died, 7; not yet examined post- 
operatively, 4. 

_ An analysis of the results obtained by the different 
techniques used shows that they were least satisfactory 
by the semicircular suture technique, which has not been 
used since 1954. Complete or partial closure was ob- 
tained in 30 out of 40 cases by circumclusion suture and 
in 9 out of 12 by atrioseptopexy. 

T. Holmes Sellors 


790. Late Results of Operations for Fallot’s Tetralogy 
M. CAMPBELL. British Medical Journal {Brit. med. J.] 2, 
1175-1184, Nov. 15, 1958. 3 figs., 11 refs. 


In this paper from Guy’s Hospital and the Institute 
of Cardiology, London, the author reports the results 
obtained with subclavian-pulmonary anastomosis, 
pulmonary valvotomy or infundibular resection, or 
both, in 241 patients in whom Fallot’s tetralogy was 
diagnosed. 

** Good ” or “ very good” results were obtained with 
anastomotic operations in 130 cases. Recent reports 
on 126 of these patients showed that 8 had died, 17 
had lost much or all of the improvement, and 101 were 
“as good or nearly as good as they were”’. Of these 
101, who were followed up for an average of 74 years 
11 were well after 10 years, 10 after 9 years, 28 after 8 
years, 36 after 7 years, and 16 after 6 years. The results 
of direct operations were good in 79 out of 111 patients, 
70 remaining well for an average period of 5 years. 
After direct operations the annual death rate and the 
proportion of patients who lost all improvement were 
only about half as high as after the corresponding anasto- 
motic operations. 

Complications, especially cerebral abscess, of the in- 
completely corrected congenital defect caused over one- 
third of the deaths in the series. A further one-third 
were caused by heart failure under the load of an in- 
creased pulmonary flow. Closure of the anastomosis 
(with disappearance of the continuous murmur) or an 
apparent increase in the severity of pulmonary stenosis 
caused deterioration in many cases. 

Discussing the objective effects of surgical treatment 
of Fallot’s tetralogy the author states that following — 
successful operation exercise capacity increases, colour 
improves, and the patient ceases to squat. The haemo- 
globin level and the erythrocyte count fall and the heart 
increases in size up to one-tenth of the cardiothoracic 
ratio. After anastomotic operations a continuous mur- 
mur is heard. He emphasizes that none of these opera- 
tions is curative, for the septal defect remains. Never- 
theless, he considers that half the patients who obtain 
good results “‘ will be reasonably well after 21 years, but 
the average age will be only about 31 years... Perhaps 
one-quarter will be able to carry on in this way until 
they are 50”. D. Emslie-Smith 
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PERICARDITIS 


791. Constrictive Pericarditis: Serial H 

Studies with an Explanation for Reversible Congestive 
Phenomena 

T. R. Murpuy, J. M. Meyer, and J. CHase. Circulation 
[Circulation] 18, 526-532, Oct., 1958. 1 fig., 15 refs. 


Episodes of temporary increase in venous congestion 
during the course of constrictive pericarditis have previ- 
ously been ascribed to associated myocardial insuffici- 
ency. The authors describe 2 cases seen at the Veterans 
Administration Hospital, Wood, Wisconsin, in which 
another mechanism seemed to be responsible—namely, 
superadded tamponade due to fluid accumulation within 
the rigid pericardium. In both cases pericardial calcifi- 
cation suggested that the condition was of long standing. 
At operation fluid under pressure was found, pericardial 
incision in one case resulting in a prompt rise in systemic 
arterial pressure by 20 mm. Hg. Fluctuations in the 
symptoms and signs of chronic constrictive pericarditis 
may be accounted for by the formation and subsequent 
resorption of relatively small amounts of loculated 
fluid, perhaps as a result of exacerbation of the original 
infection. S. G. Owen 


792. Influenzal Pericarditis. (Les péricardites virales 
de la grippe) 

J. TuRIAF, G. BAsset, P. LORTHOLARY, and P. MARLAND. 
Bulletins et mémoires de la Société médicale des hépitaux 
de Paris (Bull. Soc. méd. Hép. Paris] 74, 632-651, Oct. 10, 
1958. 8 figs., 10 refs. 


The authors question the validity of two widely held 
beliefs which have persisted since the influenza pan- 
demic of 1918-19. The first is that influenzal peri- 
carditis is due to secondary bacterial invasion, a view 


which formerly appeared to be supported by necropsy 


evidence. It is pointed out that although secondary 
infection can now be effectively prevented with anti- 
biotics, serofibrinous pericarditis still occurs as a com- 
plication of epidemic influenza. Moreover, many cases 
of the type classified as acute primary pericarditis have 
recently been reported in which serological evidence of 
infection with viruses, including that of influenza, has 
been found. The second disputable idea is that, by 
comparison with the other visceral lesions of influenza, 
pericarditis is rare. The authors suggest that it is only 
the natural tendency of physicians to refrain from x-ray 
and electrocardiographic (ECG) examination in the 
absence of clear clinical indications that prevents the 
diagnosis from being made more frequently in cases of 
influenza, and further that if serological investiga- 
tion were undertaken as a routine in acute primary 
pericarditis many cases would be found to be of influen- 
zal aetiology. 

Of 82 patients admitted to the H6pital Bichat, Paris, 
with the clinical diagnosis of Asian influenza during the 
epidemic of 1957-58, 47 were subjected to serological 
tests for a variety of viruses. The results were positive 
for influenza virus A in 42 cases, and in the remaining 
5 were negative both for influenza and for the other 
viruses. Three of the former group and one in the 


latter were shown to have pericarditis. In all 4 cases 
there was enlargement of the cardiac shadow on radio. 
logical examination and no previous history of heart 
disease. The enlargement subsequently disappeared jn 
all 3 influenzal cases. The fourth patient, a woman of 25, 
had ECG signs of pericarditis on admission, although 
there was no clinical evidence of heart disease. She had 
signs of diffuse pulmonary infection and died on the 5th 
day. At necropsy 200 ml. of bloodstained serous fluid 
was found in the pericardium, but no pus. Of the 3 
patients“-who survived, the ECG was typical of pericar. 
ditis in 2, but showed no characteristic change in the 
third. In all 3 the condition cleared up completely 
within 3 weeks. In 2 of the 4 cases the physical signs of 
pericarditis, if present, were masked by those of respira- 
tory disease, while in the other 2 the pericarditis was 
clinically silent. 

A further case is mentioned in which acute, apparently 
primary, pericarditis was associated with mild glomerulo- 
nephritis in a clinical picture of general infection and in 
which a positive complement-fixation reaction for 
influenza virus A gave the only indication of aetiology. 
However, since the condition developed neither ‘in an 
epidemic environment nor during an epidemic period, 
this case, together with similar cases due to other types 
of virus, belongs more properly in the category of acute 
primary pericarditis. A. C. F. Green 


CHRONIC VALVULAR DISEASE 


793. The Cerebral Blood Flow in Mitral Stenosis and 
Its Response to Carbon Dioxide 

H. A. Dewar and L. A. G. Davipson. British Heart 
Journal (Brit. Heart J.] 20, 516-522, Oct., 1958. 2 figs., 
18 refs. 


Cerebral blood flow (C.B.F.) has been shown to in- 
crease in normal subjects on inhalation of carbon dioxide, 
and this effect might therefore be used in the treatment of 
cerebral embolism. As mitral stenosis is the commonest 
cause of cerebral embolism the authors, working at the 
Royal Victoria Infirmary, Newcastle upon Tyne, mea- 
sured the C.B.F. by the nitrous oxide method of Kety 
and Schmidt before and during the inhalation of 5% 
CO); in 12 patients with mitral stenosis. 

In 6 normal control subjects the C.B.F. was 56+ 10 ml. 
per 100 g. brain per minute. In the patients with mitral 
stenosis the mean value was 36 ml. per g. per minute, but 


it rose to 46 ml. per g. per minute on inhalation of CO>. 


The reduction of the resting C.B.F. in comparison with 
that in normal subjects was confirmed in 13 other patients 
with mitral stenosis (mean value 41 ml. per g. per minute), 
but in neither group could it be correlated readily with 
any other functional or haemodynamic measurement of 
the severity of mitral stenosis. In the former group, 
however, it was noted that the higher the pulmonary 
arterial pressure or the narrower the area of the mitral 
valve, the less was the increase of C.B.F. on inhalation 
of CO. The reduction of resting C.B.F. in mitral 
stenosis would appear to be due to cerebral vasoconstric 
tion, and it is suggested that the inhalation of 5% CO; 
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“merits further study as a means of treating cerebral 
enbolism when it occurs in patients suffering from mitral 
genosis J. McMichael 


4, Mitral Stenosis with Jet Regurgitation 
4A. F. PEEL. Scottish Medical Journal [Scot. med. J.] 
4422-431, Oct., 1958. 3 figs., 5 refs. 


In this paper from Victoria Infirmary and Mearnskirk 
Hospital, Glasgow, the author defines and describes the 
dinical, radiographic, phonocardiographic, and haemo- 
jmamic characteristics whereby cases of jet regurgitation 
rough a stenosed mitral valve may be differentiated 
fom cases of free mitral regurgitation with little or no 
senosis. Although in most cases of the former type the 
physical signs are predominantly those of mitral steno- 
js and the condition is recognized only at operation, 
gme of them present with signs of mitral regurgitation 
pedominating and, unless differentiated from cases of 
fee regurgitation, will be rejected for operation. Since 
fee valvotomy sometimes leads to dramatic improvement 
in these cases, their clinical recognition is important. 
§even such cases are described by the author in detail 
ad the findings analysed in a series of tables. He also 
describes the operation findings and results in 5 of these 
cases and 11 others in which the clinical signs were pre- 
dominantly those of mitral stenosis. 

[This is an important communication and it is desirable 
that all cardiologists and thoracic surgeons should be 
familiar with the findings and the opinions expressed by 
the author, which cannot be adequately summarized.] 

A. I. Suchett-Kaye 


195. The Correlation between Various Assessments of 
Pulmonary Arterial Pressure in Mitral Stenosis 

).F. Boyp, S. D. S. PARK, and-G. SmitH. British Heart 
Journal (Brit. Heart J.] 20, 466-470, Oct., 1958. 5 figs., 
refs. 


The pulmonary arterial pressure was measured at 
operation in a random sample of 50 patients with mitral 
stenosis undergoing commissurotomy at the Western 
Infirmary, Glasgow. It was found that there was fairly 
accurate correlation between these findings, the clinical 
grade of the disorder, a radiological assessment of pul- 
monary arterial pressure based on the method of Steiner 
ad Goodwin, and a histological assessment from 
lingular biopsy. It is admitted that the values obtained 
by measurement of the pulmonary arterial pressure under 
operation conditions may be too low. J. McMichael 


1%. The Functional and Clinical Anatomy of the Mitral 
Valve 

1.C. VAN DER Spuy. British Heart Journal [Brit. Heart 
J] 20, 471-478, Oct., 1958. 12 figs., 11 refs. 


In this paper from the University of Pretoria the 
author first gives a highly detailed account of the normal 
atatomy of the mitral valve, well illustrated with pictures 
ad diagrams. The anatomy is then correlated with 
function and it is pointed out that during systole flattening 
of the mitral ring between the root of the aorta and the 
base of the left ventricle allows an increase in the area 
of contact between the cusp surfaces. 


Mitral stenosis is caused by fusion of the adjacent 
commissural margins of the cusps by the deposition of 
inflammatory exudate. This also renders the valve 
anatomically incompetent, though in cases of “‘ pure” 
stenosis functional competence is maintained by con- 
tact between the cusp surfaces above the rigid and sten- 
osed apex of the valve. This process of suprastenotic 
valve closure, however, does not take place immediately 
on the onset of systole. During early systole, therefore, 


' regurgitation takes place through a progressively decreas- 


ing supra-stenotic valve lumen, and it is this which, in 
the author’s opinion, is responsible for the characteristic 
crescendo “ presystolic ’’ murmur, the length of which 
depends on the size of the opening and the mobility and 
position of the cusps. The factors concerned in the 
production of the accentuated first sound of mitral 
stenosis, which the author attributes to suprastenotic cusp 
surface contact, are also discussed. 

[This paper, which is based largely on the author’s 
own observations, gives an unusually detailed account 
of the anatomy of the normal and stenosed mitral valve 
and presents some interesting new concepts of its 
function.] D. Goldman 


797. Residual Lung Volume in Mitral Disease 

R. GARBAGNI, P. F. ANGELINO, A. Brusca, and E. 
Minetto. British Heart Journal [Brit. Heart J.] 20, 
479-482, Oct., 1958. 12 refs. 


At the Institute of Pathology of Turin University 60 
patients with mitral valvular disease, confirmed at opera- 
tion, were studied in order to determine the effect of 
pulmonary engorgement on functional residual capacity. 
The latter was measured by the closed-circuit method 
using helium; the expiratory reserve volume was also 
determined, the difference between the two measure- 
ments representing the residual volume. This was found 
to be increased in all patients, particularly in those in the 
older age groups. The authors attribute this increase 
to a loss of elasticity of the lung, which prevents a return 
to normal expiratory contraction. Thus eventually tidal 
volume encroaches on inspiratory reserve volume and 
dyspnoea results. D. Goldman 


798. Arterial Pressure Pulse Contour and Valsalva 
Maneuver in Suspected Aortic Stenosis 

S. Z. ROSENBERG, K. BRAUN, and S. STERN. American 
Heart Journal [Amer. Heart J.] 56, 486-492, Oct., 1958. 
5 figs., 18 refs. 


At Hadassah University Hospital, Jerusalem, the direct 
arterial pulse tracings in 109 cases of aortic stenosis were 
examined in order to determine the changes in pulse 
pressure induced by the Valsalva manceuvre and to ob- 
serve the effect of the intra-arterial administration of 
15 mg. of “ priscoline ”’ (tolazoline hydrochloride). 

The pressure pulse contour was found to be of help 
in the diagnosis of aortic stenosis only when it presented 
a pathognomonic pattern, as was found in 12 cases. In 
most cases a stenotic pulse pattern was accompanied by 
a pathological response to the Valsalva manceuvre, 
while a normal pulse contour was generally associated 
with a normal or only slightly abnormal Valsalva 
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response; but in 9 of 14 cases in which there was a 
pathological response to the manceuvre in the presence 
of a normal pulse contour a stenotic pulse contour 
pattern developed after the intra-arterial injection of 
tolazoline. 

In the majority of patients with a normal resting 
pulse contour and an intermediate type of Valsalva 
response tolazoline either provoked a stenotic pulse 
contour, the Valsalva response remaining unaltered, or 
left the pulse contour normal while the Valsalva 
response reverted to normal. The authors conclude 
therefore that the recording of the pulse contour and 
observation of the Valsalva response before and after 
the administration of tolazoline may be of diagnostic 
value in doubtful cases of aortic stenosis. 

J. B. Wilson 


799. A Clinical and Spirometric Assessment of Airway 
Resistance in Rheumatic Heart Disease 

R. S. McNeILt and J. M. McKenzie. Scottish Medical 
Journal [Scot. med. J.] 3, 417-421, Oct., 1958. 1 fig., 
11 refs. 


The incidence of chronic bronchitis and wheezing and 
the relationships between bronchitis, congestive failure, 
and dyspnoea were studied at Maryfield Hospital 
(Queen’s College), Dundee, in 30 patients (24 women 
and 6 men) with mitral valvular disease. In each case 
the presence or absence of wheezing and of symptoms 
and signs of bronchitis was noted and the expiratory 
flow rate determined as a measure of airway resistance, 
the values obtained in normal subjects of the same age 
and sex being used for comparison. 

Evidence of chronic bronchitis was found in 8 cases 
(27%). The presence of bronchitis was poorly corre- 
lated with the severity of dyspnoea (r=0-11) and there 
was no association with congestive cardiac failure. An 
increase in airway resistance, as indicated either clinically 
by the presence of wheezing or physiologically by a 
reduction in expiratory flow rate, occurred only when 
bronchitis or congestive failure was present. 

A. I. Suchett-Kaye 


800. Ganglion-blocking Agents in Mitral-valve Disease 
J. F. Goopwin, A. HOLLMAN, and T. V. O’DONNELL. 
Lancet [Lancet] 2, 1251-1256, Dec. 13, 1958. 31 refs. 


The effects of ganglion-blocking agents have been 
analysed in 75 cases of mitral stenosis (32 personal cases, 
43 reported cases). The pulmonary-artery pressure fell 
in the majority; the cardiac output fell in a third, rose 
in a third, and was unchanged in a third. The pul- 
monary venous pressure fell in the majority of patients 
in which it was measured. Ina minority of cases a fall in 
pulmonary-artery pressure was accompanied by a rise 
in output, which was interpreted as suggesting release of 
neurogenically maintained pulmonary vasoconstrictor 
tone. In 3 cases the pulmonary-artery pressure fell, 
while the cardiac output and pulmonary venous pressure 
rose, providing confirmation. 

The effects of ganglion-blocking agents are diverse 
and often unpredictable, the effects on the pulmonary 
circulation being frequently secondary to changes in the 
systemic circulation. A few observations, however, have 


CARDIOVASCULAR SYSTEM 


suggested primary pulmonary vasodilatation due to 
autonomic blockade. Ganglion-blocking agents ar 
unlikely to have a place in future investigations of the 
pulmonary circulation.—[Authors’ summary]. 


801. The Frequency of Tricuspid Stenosis with Particy. 
lar Reference to Cardiac Surgery 

J. B. WALLACH and A. A. ANGRIST. Diseases of the 
Chest (Dis. Chest] 34, 537-541, Nov., 1958. 10 refs, 


In a series of 509 consecutive autopsied cases of rhey- 
matic heart disease, there were 282 instances of severe 
stenosis of the mitral and/or aortic valves. An addi- 
tional 17 (5-7%) had an associated tricuspid stenosis 
which might be benefited by commissurotomy. Because 
this series is based on morphologic alterations without 
regard for the clinical criteria for the selection of patients 
for cardiac surgery, it is suggested that this group may be 
larger than is apparent from this figure. The unmasking 
of unrecognized tricuspid stenosis following mitral com- 
missurotomy and improvement after subsequent tricus- 
pid commissurotomy is noted. 

The diagnosis of tricuspid stenosis is no longer only 
a question of prognosis and of academic interest as an 
exercise in clinical diagnosis. Increased awareness of 
the frequency of tricuspid stenosis, careful clinical ob- 
servation of patients with rheumatic heart disease, and 
the use of newer techniques such as cardiac catheteriza- 
tion to detect this lesion may permit surgical benefit 
for such patients.—[Authors’ summary.] 


802. The Surgical Treatment of Mitral Insufficiency by 
Mitral Annuloplasty 

L. D. Guipry, J. A. CALLAHAN, H. W. MARSHALL, and 
F. H. Exuts. Proceedings of the Staff Meetings of the 
Mayo Clinic [Proc. Mayo Clin.] 33, 523-531, Oct., 15, 
1958. 4 figs., 12 refs. ; 


During 1958 at the Mayo Clinic 6 patients aged 23 to 
49 years suffering from pure mitral insufficiency were 
successfully treated by narrowing of the mitral annulus. 
The operation was performed with the help of extra- 
corporeal circulation without cardiac arrest, using a 
modified Gibbon-type vertical screen oxygenator. The 
approach was via a right antero-lateral thoracotomy, 
through the enlarged left atrium in 5 cases and through 
the right atrium and atrial septum in one. © Plication of 
the dilated annulus (annuloplasty) was effected by 
means of interrupted No. 2-0 silk sutures reinforced 
with No. 3. In 2cases in which the regurgitation resulted 
from rupture of one of the chordae tendineae the enlarged 
flail-like mural cusp was rolled in and made to approxim- 
ate the annulus and left ventricular wall by sutures placed 
through its free edge and through the annulus. In this 
position the leaflet functioned as an effective baffle s0 
that, after adequate annuloplasty, the normal septal 
cusp was able to occlude the mitral orifice during ven- 
tricular systole. 

Clinical details and the results of catheter studies for 
each of the patients are reported and tabulated. A com 
petent valve with no significant stenosis was achieved in 
each case by this procedure; the average period during 
which the by-pass circulation was in use was 25 minutes. 
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Transient neurological disturbance seen in 2 patients was 
pelieved to be due to air embolism and was the only 
tive complication encountered. Follow-up cathe- 
terstudies suggested the recurrence of slight incompetence 
in one patient, but there was remarkable symptomatic 
improvement in all 6 patients and the authors consider 
that the operation of mitral annuloplasty “‘ offers con- 
siderable promise for the correction of pure mitral 
insufficiency ”’. C. A. Jackson 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


903. Serum Glutamic Oxalacetic Transaminase in Acute 
Myocardial Infarction 
H. A. Dewar, N. R. Rowe and A. J. Smiru. British 
Medical Journal [Brit. med. J.] 2, 1121-1125, Nov. 8, 
1958. 6 figs., 27 refs. 


The serum glutamic oxalacetic transaminase (S.G.O.T.) 
levels were studied during 34 episodes of acute myo- 
cardial infarction in 28 patients admitted to the Royal 
Victoria Hospital, Newcastle upon Tyne. The erythro- 
cyte sedimentation rate (E.S.R.) was determined daily 
and electrocardiograms (ECGs) recorded frequently. 
Experimentally, it has been shown that necrosis of at 
least 10°% of the myocardium is necessary to produce 
changes in the S.G.O.T. level. In the authors’ series an 
abnormal S.G.O.T. level was first observed, on average, 
I} days after the onset of the pain, the duration averaging 
34 days (range one to 6 days); these findings are in 
accord with those of other workers. The peak $.G.O.T. 
level in some uncomplicated cases was nine times the 
normal. The S.G.O.T. level started to rise a full 24 hours 
before the temperature and the E.S.R., and fell to nor- 
mal 2 days before the temperature and at least a week 
sooner than the E.S.R. A change in §S.G.O.T. level 
occurred more frequently than did a rise in the E.S.R. 
or in temperature. There was a rough linear relation- 
ship between the peak S.G.O.T. level and the severity 
of the infarction as judged by the number of ECG 
leads showing changes in the Q or T waves. In some 
cases ECG changes and pain suggested a recurrence 
of infarction, whereas no changes in S.G.O.T. level 
were observed. In yet other cases, in which previous 
infarction, remote or recent, had so distorted the ECG 
that it was impossible from a single tracing to decide 
with certainty whether renewed pain was due to a 
fresh infarction, the rise in the S.G.O.T. level made it 
possible definitely to diagnose further infarction within 
48 hours. The authors state that in cases in which the 
typical ECG changes of infarction are obscured by 
arrhythmia, bundle-branch block, the effects of digitalis, 
or previous left ventricular strain, changes in S.G.O.T. 
level may prove helpful in deciding whether infarction 
has occurred. In 3 of the cases of fresh myocardial 
infarction in the present series there was no rise in the 
$.G.0.T. level. It is pointed out that a rise may 
also occur in necrosis of other organs, from liver damage 
due to cardiac failure, and in certain other diseases, such 
a& myocarditis. R. Wyburn-Mason 
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804. Serum Transaminase: Its Clinical Use in Diagnosis 
and Prognosis 

R. Bruce, J. K. Topp, and L. LeDune. British Medical 
Journal [Brit. med. J.] 2, 1125-1128, Nov. 8, 1958. 
6 figs., 15 refs. 


A study is reported of the serum glutamic oxalacetic 
transaminase (S.G.O.T.) levels and the clinical, electro- 
cardiographic, and necropsy findings in 31 cases of myo- 
cardial infarction seen at the General Hospital, Chester- 
le-Street. Of the 23 patients with acute infarction— 
that is, infarction occurring not more than 7 days before 
the S.G.O.T. level was determined—16 recovered and 
7 died. 

The average S.G.O.T. level was considerably higher in 


_ the patients who died than in the survivors (576 units 


compared with 111; normal, 5 to 40 units). The peak 
S.G.O.T. level occurred 62 hours after the onset of pain 
in the 18 cases in which this determination was possible. 
The authors suggest that daily estimation of S.G.O.T. 
level in the first week may provide a reliable guide to 
diagnosis in cases in which the infarction is small. In 
several cases of previous infarction in the series the 
8S.G.0O.T. value was of help in distinguishing recurrent 
or prolonged attacks of angina from fresh infarction. 
R. Wyburn-Mason 


805. Prognostic and Diagnostic Value of Serum Glu- 
tamic Oxaloacetic Transaminase in Suspected Cardiac 
Infarction 

K. D. Keeve, G. GOULDEN, and M. J. D. NEWMAN. 
Lancet [Lancet] 2, 1187-1189, Dec. 6, 1958. 6 refs. 


At Ashford Hospital, Middlesex, the level of serum 
glutamic oxalacetic transaminase (S.G.O.T.) activity was 
studied in 129 patients with 135 attacks of pain thought 
to be due to cardiac infarction; in all cases the $.G.O.T. 
level was estimated within 12 to 72 hours of the onset. 
For the estimation of $.G.O.T. a simplification of the 
colorimetric method described by Cabaud et al. (Amer. 
J. clin. Path., 1956, 26, 1101) was devised, dilute sodium 
hydroxide solution being added to the dinitrophenyl- 
hydrazine complex, protein precipitation and toluene 
extraction being omitted, and the resulting brown colour 
read in a Gallenkamp photoelectric colorimeter with a 
filter against a standard curve prepared with dilutions of 
pure pyruvic acid. The normal S.G.O.T. value was 
taken as ranging between 0 and 50 units. 

In 67 patients (69 attacks) in whom the electrocardio- 
gram (ECG) showed changes indicative of recent infarc- 
tion S.G.O.T. activity began to rise as early as 6 hours 
after onset and usually reached peak values between 24 
and 48 hours from onset, returning to normal within 3 
to 7 days; in this group a normal S.G.O.T. value was 
found in only 2 attacks, both in one patient. A highly 
significant correlation was found between the S.G.O.T. 
level during the second day and the ultimate prognosis in 
terms of mortality or the development of cardiac failure 
or hypotension; in patients with infarction of the anterior 
wall the extent of the ECG changes could be correlated 
with the amount of S.G.O.T. activity. 

In 25 patients (27 attacks) a raised S.G.O.T. level was 
found to be associated with abnormal but not diagnostic 
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ECG changes; in 21 of these cases cardiac infarction was 
diagnosed clinically, and confirmed at necropsy in 5. 
In 6 cases the pain was demonstrably due to other causes, 
for example, acute pericarditis. In 8 cases of suspected 
infarction the $.G.O.T. level was raised but the ECG 
was normal; of these, 6 were accepted as cases of infarc- 
tion, one being confirmed at necropsy. One patient with 
rupture of the left pectoral muscles and another with 
pulmonary embolism showed sustained elevation of 
8.G.O.T. activity—unlike the pattern in infarction. 

In the patient with two typical attacks of cardiac pain 
who showed ECG changes indicating recent infarction 
but in whom the S.G.O.T. level was normal necropsy 
revealed healing anterior and posterior infarctions. A 
normal S.G.O.T. level and an ECG tracing not diag- 


nostic of infarction was found in 18 patients, 9 with ° 


angina pectoris at rest, 5 with hypertensive left ventricular 
failure, and one with dissecting aortic aneurysm; in 3 no 
final diagnosis was made. Lastly, both the S.G.O.T. level 
and ECG remained normal in 13 cases, 2 with angina of 
effort, the others including cases of bronchial carcinoma, 
biliary colic, acute bronchitis, and anxiety state. False 
positive results occurred in 7% and false negative results 
in less than 2% of cases. R. S. Stevens 


806. Serum Cholesterol, Electrophoretic Lipid Pat- 
tern, Diet and Coronary Artery Disease: a Study in 
Coronary Patients and in Healthy Men of Different 
Origin and Occupations in Israel 

D. BRUNNER and K. Losi. Annals of Internal Medicine 
[Ann. intern. Med.] 49, 732-750, Oct., 1958. 5 figs., 
22 refs. 


The serum lipid pattern was determined by analytical 
methods and paper electrophoresis in a group of patients 
admitted to Donolo Government Hospital, Jaffa, Israel, 
with coronary heart disease confirmed electrocardio- 
. graphically and was compared with that in four groups 
of apparently healthy Jews of European origin engaged 
in different occupations and also in a group of Yemenite 
Jews. 

The Yemenite Jews have lived for thousands of years 
in comparative isolation in the south-western tip of the 
Arabian Peninsula, and appear to be immune to coronary 
disease. The group investigated consisted of 32 healthy 
agricultural workers (average age 37-5 years) who had 
immigrated to Israel 9 years previously and lived in a 
cooperative smallholder’s village on a very simple, partly 
uncooked diet supplying about 2,200 Calories daily, 
22% of which was derived from fat. Their serum lipid 
pattern approximated very closely to that found in 
Bantus (among whom coronary disease is also rare) by 
Bronte-Stewart et al. (Lancet, 1955, 2, 1103; Abstr. 
Wld Med., 1956, 19, 461), though the total cholesterol 
and f-lipoprotein levels were slightly lower. The diet 
of all the other groups was typically European, with a 
higher caloric content and a higher proportion of fat 
than that of the Yemenites. The group with coronary 
disease had the highest mean serum total cholesterol and 
B-lipoprotein levels, followed fairly closely by a group 
consisting of 30 hospital physicians, although the average 
age of the latter group (36-9 years) was much lower than 
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that of the former (53-4 years). There was no significant 
difference in the serum lipid pattern between the remain. 
ing groups (36 agricultural workers, 19 stevedores, and 
30 healthy men undergoing minor operations, average 
age 39-8 to 43-3 years), though the levels in the last 
group—consisting mainly of clerks, book-keepers, and 
manual workers—were slightly higher than in the others, 
The mean values for both total cholesterol and f-lipo. 


_ proteins in the Yemenites were lower than those in the 


coronary group by more than 100 mg. per 100 ml. and 
lower than those in the group of doctors by more than 
70 mg. per 100 ml. 

The authors consider that their findings confirm the 
conclusion of the South African workers that racial fac- 
tors are less important than environmental factors (such 
as nutritional habits and activity of occupation) in deter- 
mining the serum lipid pattern, and possibly the tendency 
to atherogenesis. 

[This interesting paper confirms the earlier findings of 
Toor et al. (Lancet, 1957, 1, 1270; Abstr. Wid Med, 
1957, 22, 367), who compared the serum lipid patterns 
of two large groups of Yemenite Jews 5 and 20 years 
respectively after immigration to Israel.] 

Z. A. Leitner 


807. Dietary Fats and Blood Coagulation 

S. A. HAsuim and R. E. CLaNcy. New England Journal 
of Medicine [New Engl. J. Med.| 259, 1115-1123, Dec. 4, 
1958. Bibliography. 


808. Use of Iproniazid in Ischaemic Angina Pectoris 
M. K. Towers and P. Woop. British Medical Journal 
[Brit. med. J.] 2, 1067-1068, Nov. 1, 1958. 6 refs. 


Iproniazid was found by Cesarman to relieve anginal 
pain in a patient to whom it was given for its euphoriant 
action. A trial of this drug in 40 patients with severe 
disabling angina is reported from the Institute of Car- 
diology, London. Inallexcept 5 there was electrocardio- 
graphic (ECG) evidence of myocardial ischaemia. The 
drug was given in a dosage of 50 mg. 2 or 3 times a day. 
After one month’s treatment 17 patients had only occa- 
sional pain, 14 were moderately improved but still had 
angina on effort, 4 were unchanged, and in 4 side-effects 
had prevented further treatment. There was one death. 
Improvement was maintained in 17 of the 19 patients 
followed up for 3 months or more. The ECG was 
unchanged in most cases at one month, but usually 
showed improvement after 3 months. Side-effects were 
common. Dizziness due to a fall in blood pressure 
occurred in 15 patients, being severe in 5, 2 of whom 
fainted. There was a rapid increase in weight in 4 
patients. Pulmonary oedema developed in 2 patients 
and ankle oedema with raised venous pressure in 2 
others. There was no evidence of hepatic disorder, and 
in 10 patients receiving anticoagulants the prothrombin 
levels were unaffected. 

It is concluded that iproniazid is very effective in 
angina and that pain may be relieved in spite of a deteri- 
oration inthe ECG. The drug blocks pain, but does not 
influence the natural course of coronary arterial disease. 
Theoretically, it may increase the risk of infarction by 
allowing the patient to be more active and therefore 


BESBEE 


oo 
oOo 


Ve 
Fi 
of this 
v 

LJ. 
of Me 
1958. 
cor pil 
Philac 
chron 
minu 
| fibril! 
; bron: 
from 
assoc 
10 
scler 
| the « 
mon 
j valu: 
occu 
for t 
| of t 
J 
| cart 

q 


inginal 
\oriant 
severe 
f Car- 
ardio- 
The 
a day. 
-occa- 
ll had 
effects 
death. 
itients 
was 
sually 
were 
essure 
whom 

in 4 
tients 
jin 2 


CARDIOVASCULAR SYSTEM 


anticoagulants should be given in addition, but because 
of this risk and the side-effects it should be given only to 
patients with severe disabling angina. David Phear 


HEART FAILURE 


909. Cardiac Arrhythmias in Chronic Cor Pulmonale 
LJ. CorAzzA and B. H. Pastor. New England Journal 
of Medicine [New Engl. J. Med.] 259, 862-865, Oct. 30, 
1958. 2 figs., 18 refs. 


That cardiac arrhythmias occur only rarely in chronic 
cor pulmonale has not been the authors’ experience, and 
inthis paper from the Veterans Administration Hospital, 
Philadelphia, they present a review of 122 patients with 
chronic cor pulmonale of whom 47 (31°%%) had one or 
more arrhythmias, a total of 62 arrhythmias in all being 
observed. Frequent premature beats, more than 6 per 
minute and most commonly atrial, accounted for 35 of 
the 62 arrhythmias, while supraventricular tachycardia 
ocurred 17 times, atrial flutter 3 times, and atrial 
fibrillation 4 times. Of these patients, 45 had chronic 
bronchial infection with emphysema and 2 suffered 
from pneumoconiosis, but there was no evidence of 
associated coronary or rheumatic heart disease and no 
hypertension or thyrotoxicosis. Necropsy performed on 
10 patients revealed no significant coronary athero- 
sclerosis. In 37 cases the arrhythmias developed during 
the course of a pulmonary infection, while 15 of the 
arrhythmias possibly resulted from digitalis toxicity 
(but 7 of these also coincided with the start of a pul- 
monary infection). Digitalis, often in high doses, was 
valuable in the treatment of many of the spontaneously 
occurring arrhythmias. In 19 cases no specific treatment 
for the arrhythmia was necessary, sinus rhythm returning 
spontaneously with treatment of the chest infection. 

The theoretical reasons for arrhythmias in cor pul- 
monale are discussed. It is possible that the stretching 
of the right heart, and especially the right atrium, may 
stimulate ectopic foci, since it is known that stretching 
or stimulation of the trachea, bronchi, and pulmonary 
arteries may produce arrhythmias. Also hypoxia and 
carbon dioxide retention resulting in respiratory acidosis 
are known to increase myocardial irritability and to 
cause arrhythmias. It is therefore concluded that 
cardiac arrhythmias are common in cor pulmonale and 
that their high incidence is easily explained on theoretical 
grounds. David Phear 


810. A Reversible Nephrotic Syndrome Associated with 
Congestive Heart Failure — 

W. R. Burack, J. Pryce, and J. F. Goopwin. Circula- 
tion [Circulation] 18, 562-571, Oct., 1958. 6 figs., 25 refs. 


The authors report from the Hammersmith Hospital, 
London, 4 cases in which congestive heart failure 
was complicated by heavy albuminuria and the nephrotic 
syndrome. The cause of the heart failure was hyper- 
tension in 2 cases (complicated in one by myocardial 
infarction), rheumatic heart disease in one, and atrial 
septal defect in the fourth. The presence of primary 
tenal disease, amyloidosis, intercapillary glomerulo- 

T 
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sclerosis, renal vein thrombosis, and “ collagen disease ”’ 
was excluded as far as possible. The possibility of 
mercurial toxicity had to be considered, since all 4 
patients had been given injections of mersalyl and 2 
had received oral mercurials also. The urinary output 
of mercury was high in one patient, but treatment with 
dimercaprol brought no improvement clinically. Mer- 
curial diuretics were therefore continued, combined with 
a high-protein, low-salt diet. In 3 of the 4 cases the 
oedema resolved, albuminuria lessened, and the plasma 
albumin level rose, though not to normal. In 2 of the 
patients who ultimately died and came to necropsy and 
in a third on whom renal biopsy was performed no 
definite histological change could be demonstrated in 
the kidney. 

In discussion it is suggested that the nephrotic syn- 
drome arose as a result of prolonged heavy albuminuria 
caused by the congestive cardiac failure. While the 
mechanism of the common albuminuria seen in heart 
failure is as yet poorly understood, it is certainly not 
directly proportional to the degree of venous congestion 
or to its duration. Mercurial diuretics did not appear 
to be a causative factor in these cases, and indeed their 
continued use was beneficial. J. A. Cosh 


811. The Pathogenesis and Treatment of Hyponatremia 
in Congestive Heart Failure 

R. E. Weston, J. GROSSMAN, E. R. Borun, and I. B. 
HANENSON. American Journal of Medicine [Amer. J. 
Med.) 25, 558-572, Oct., 1958. 8 figs., 48 refs. 


Although there are probably numerous factors con- 
cerned in the development of oedema in congestive heart 
failure, sodium retention is now accepted as the primary 
cause of the oedema, since it has been shown clinically 
that this often clears up with dietary sodium restriction 
and the promotion of sodium excretion, while in most 
cases the patient can excrete large amounts of water 
provided that the sodium intake is low. However, in 
some cases of congestive failure water may be retained 
in excess of sodium and the urine has been reported to 
contain an increased amount of antidiuretic material. 

Further detailed metabolic studies of water retention 
in congestive failure were therefore undertaken at 
Montefiore Hospital, New York, on 3 patients suffering 
from chronic cardiac failure due to rheumatic heart 
disease, analyses of the serum, urine, and faeces being 
carried out and electrolyte balances calculated. These 
patients, who were maintained on a low-sodium diet 
(12 to 15 mEq. daily) together with digitalis and bed 
rest, were studied during a period of increased cardiac 
failure and increased oedema; the cardiac deterioration 
was due to “escape from digitalization’’, a severe 
respiratory infection, and potassium depletion with 
resulting digitalis intoxication respectively. In all 3 
cases the phase of cardiac deterioration was found to 
invoke an antidiuretic mechanism, resulting in retention 
of water in excess of sodium, an increase in the oedema, 
and a fall in the serum sodium level, though without 
external sodium loss. There was no significant transfer 
of sodium between body compartments, and the fall in 
serum sodium and chloride levels was thought to be a 
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dilution effect. Infusion of a concentrated salt solu- 
tion did not produce improvement, but with improving 
cardiac function a water diuresis with decrease in the 
oedema occurred. In one patient the water retention was 
reproduced by administration of vasopressin. 

In discussing these findings the authors point out that 
mercurial diuretics cannot remove sodium from the body 
in excess of water, for the urinary sodium concentration 
after administration of such diuretics is well below the 
serum sodium level owing to tubular reabsorption. 
When combined with dietary salt restriction diuretics 
may, however, contribute to the hyponatraemia. The 
hyponatraemia of cardiac failure is not due to salt 
depletion, and intravenous infusions of concentrated salt 
solutions only expand the extracellular fluid volume 
further and aggravate the cardiac failure. The fact that 
patients with severe congestive failure, like patients with 
adrenal failure, do not show a normal diuretic response 
to a water load suggests that antidiuresis is maintained 
by some mechanism superseding the osmoreceptors. 
Patients with cardiac failure may develop water retention 
accompanied by hyponatraemia more gradually during 
the terminal phase of congestive failure. The successful 
treatment of water retention depends on the improve- 
ment of cardiac function. This may be possible by 
increasing the dose of digitalis or correcting potassium 
depletion. Concomitant pulmonary infarction, infec- 
tion, or a recurrence of rheumatic fever are other 
possible treatable factors. Progressive terminal myo- 
cardial deterioration is the commonest (and irreversible) 
cause of the oedema, though something may be achieved 
here by careful restriction of water intake. 

David Phear 


812. The Splanchnic Blood Volume in Congestive Heart 

Failure 

E. RAPAPORT, M. H. WEIsBART, and M. Levine. Circu- 
_ lation [Circulation] 18, 581-587, Oct., 1958. 28 refs. 


At the Veterans Administration Hospital, Albany, 
New York, estimations of the hepatic blood flow and 
splanchnic blood volume were made in 12 patients in 
congestive heart failure and the results compared with 
those in 10 healthy control subjects of comparable age. 
Hepatic venous catheterization and ‘“* bromsulphalein ” 
infusion enabled hepatic blood flow to be measured by 
Bradley’s method, cardiac output was measured by the 
direct Fick method, while the intravenous injection of 
azovan blue followed by serial sampling of arterial 
and hepatic venous blood provided data for calculation 
of the splanchnic blood volume. 

It was shown that hepatic blood flow tended to be 
smaller in the patients than in the controls, although it 
constituted a larger proportion of the total cardiac 
output. Splanchnic blood volume was significantly 
increased in the patients and to a greater relative degree 
than was the total blood volume. The calculated transit 
time of blood in the splanchnic circulation of the patients 
was on the average twice to three times that of the con- 
trols; however, in 4 patients whose right atrial pressure 
had fallen to normal while the oedema persisted it 
differed little from the controls. It is concluded that 
the splanchnic bed acts as a major reservoir for the 
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increased blood volume found in congestive heart failure, 
to a degree which is probably largely determined by the 
systemic and portal venous pressures. J. A. Cosh 


813. Oxygen Tension and Acid-Base Adjustment ig 
Cardiac Failure 

D. Carroii. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.| 103, 242-262, Nov., 1958, 
19 refs. 


The acid-base balance and the oxygen tension of 
arterial blood were studied at the Baltimore City Hos- 
pitals in 37 patients in varying degrees of heart failure, 
Oxygen and carbon dioxide pressures in arterial blood 
were determined by the method of Riley et al. (J. biol, 
Chem., 1945, 161, 621); the Van Slyke apparatus was 
used for determining the carbon dioxide content and the 
nomogram of Singer and Hastings for estimating the pH. 
In some cases serial studies were carried out over long 
periods. 

In most patients the carbon dioxide pressure and the 
carbon dioxide content of arterial blood were low. The 
oxyhaemoglobin saturation was just below normal limits, 
while oxygen tension was usually markedly depressed. 
Generally, respiratory alkalosis was present, being most 
marked in patients with basal rales in the lungs. In 3 
patients with severe pulmonary oedema the carbon 
dioxide pressure was high in relation to the carbon 
dioxide content, causing a respiratory acidosis. In 10 out 
of 13 patients with pulmonary emphysema and heart 
disease there was acidosis associated with a high carbon 
dioxide content of arterial blood, suggesting prolonged 
alveolar underventilation. 

The clinical and necropsy findings are set out in a 
series of charts and the causes and treatment of respiratory 
alkalosis and acidosis are discussed. D. Goldman 


BLOOD VESSELS 


814. Obliterative Thromboangiitis of the Aortic Arch 
(Pulseless Disease). Tpom6aHruxt 
aoptei (6onesHb OTCyTCTBHA 

H. N. Muratova and T. A. Feporova. Aa”uxuyeckaa 
Meduyuna [Klin. Med. (Mosk.)] 36, 101-106, No. 11, 
Nov., 1958. 10 refs. 


Pulseless disease was first described by the Japanese 
ophthalmologist Takayasi in 1908, and so far 91 cases 
have been recorded in the literature [most of the refer- 
ences being from Japanese sources]. The condition has 
been given various names, including aortic arch syndrome, 
Takayasi’s disease, and subclavian-carotid obliterative 
thrombo-arteritis. It is a chronic disease, affecting 
mostly young women, though it may not appear until 
the age of 45 to 65. It is characterized by diminished or 
absent pulse in the carotid, subclavian, and radial arteries, 
pains in one or both arms, headache, vertigo, fainting 
attacks, temporary speech disturbances, and loss of 
vision, especially on bending the head backwards or to 
the right. This last symptom is relieved in the early 
stages by lowering the head or by rest, but later vision 
is permanently affected. The thyroid gland is often 
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enlarged, while the superficial veins of the chest and back 
are dilated and notching of the ribs may be demonstrable 
radiographically. The arterial blood pressure is low in 
the upper extremities and high in the lower extremities, 
in contrast to the difference found in aortic coarctation. 
The left ophthalmic fissure is narrowed and ptosis is 
present; the retinal vessels show narrowing of the arteries 
and dilatation of the veins, with formation of arterio- 
yenous aneurysms, at first at the periphery but later 
spreading towards the fovea. The optic disks are pale 
and optic atrophy develops eventually. Cataract 
develops early, the cornea becoming opaque. 

The disease runs a course of 10 to 14 years and ends 
fatally, death resulting from cerebral anaemia or cardio- 
renal failure. The lumina of the aortic arch and of the 
vessels arising from it are filled with friable connective 
tissue, often showing evidence of recanalization. The 
intima is degenerated, the media is infiltrated with 
lymphocytes, and plasma cells and giant cells are present. 
Cardiac hypertrophy, pulmonary congestion, and infarcts 
of the brain, kidneys, spleen and other organs are fre- 
quent findings. The aetiology of the disease is not yet 
fully established, but it appears to be a collagen disease 
similar to periarteritis nodosa and temporal arteritis. 
Treatment with vasodilator drugs and ACTH and 
cortisone has been tried, but the results have not been 
encouraging. Some authors have suggested a rheumatic 
origin, since the onset is often preceded by rheuma- 
tism or recurrent septic conditions, such as tonsillitis, 
hepatitis, or scarlet fever. L. Firman-Edwards 


815. Treatment of Thrombosis with Fibrinolysin (Plas- 
min) | 

J. E. SoKAL, J. L. AMBrus, and C. M. AMsrus. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
168, 1314-1323, Nov. 8, 1958. 4 figs., 17 refs. 


After extensive preliminary experiments on animals 
fibrinolysin was given to 37 patients at Roswell Park 
Memorial Institute, Buffalo, N.Y., who were suffering 
from various thrombotic disorders, many of which 
developed during the course of. advanced malignant 
disease. The most satisfactory preparations of fibrino- 
lysin were made by activating human pre-fibrinolysin 
from pooled plasma with either streptokinase or uro- 
kinase. Spontaneously activated human pre-fibrinolysin 
and chloroform-activated bovine pre-fibrinolysin were 
among the least toxic of the preparations tried, but were 
of low potency. Side-reactions following intravenous 
infusion varied in severity with the preparation used and 
included malaise, nausea, tachycardia, cutaneous vaso- 
constriction, rise in temperature, increase in the metabolic 
tate, chills, and, later, a fall in blood pressure. In addi- 
tion streptokinase-activated preparations produced anti- 
streptokinase antibodies and caused skin sensitivity to 
crude streptokinase. 

The therapeutic value of fibrinolysin was assessed in 
13 episodes of acute thrombophlebitis in 10 patients. In 
Sof the 8 instances in which administration of fibrinolysin 
Started within 3 days of the onset of the thrombotic 
Process there was complete resolution of signs and symp- 
toms. Fibrinolysin therapy was unsatisfactory, how- 
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ever, when it was started more than one week after the 
onset of the thrombosis. In several patients with venous 
thrombosis who had responded satisfactorily to a course 
of fibrinolysin but had not received anticoagulants 
thrombosis recurred soon after withdrawal of fibrino- 
lysin. The enzyme did not appear to be effective in the 
treatment of arterial thrombosis and embolism. There 
was a Satisfactory response in some cases of localized 
oedema of uncertain origin but not in others. 

The authors consider that fibrinolysin can be given 
with safety in the treatment of disease in human beings, 
but should be administered simultaneously with anti- 
coagulants to prevent recurrence of thrombosis. It may 
prove to be of most value in the treatment of acute 
coronary and cerebral thrombosis. It is emphasized 
that fibrinolysin therapy of acute thrombosis is still in 
the experimental stage. Bernard Isaacs 


SYSTEMIC CIRCULATORY DISORDERS 


816. Nose-bleeding and High Blood Pressure 
J. R. A. MITCHELL. British Medical Journal (Brit. med. 
J.) 1, 25-27, Jan. 3, 1959. 1 fig., 5 refs. 


Seventeen patients (4-5°%%) from a group of 374 with 
high blood pressure had bled from the nose, and in 8 
of these this was the presenting symptom. It is likely 
that these findings are an underestimate of the true fre- 
quency of epistaxis in these patients. Attention is drawn 
to the occurrence of gut-bleeding, in the absence of dis- 
coverable gastro-intestinal disease, in this group. 

Thirty-two patients with nasal disease who were 
admitted to hospital because of nose-bleeding showed a 
normal distribution of age- and sex-adjusted diastolic 
scores. Eighty-nine patients without local nasal disease 
had an age- and sex-adjusted score distribution totally 
different from that of the general population. 

Nose-bleeding, in the absence of local nasal disease, is 
therefore associated with high blood pressure.—[Author’s 
summary.] 


817. Salt Intake and H: 
D. N. PHear. British Medical Journal (Brit. med. J.] 2, 
1453, Dec. 13, 1958. 10 refs. 


The sodium excretions of 20 men with hypertension 
and 20 men with normal blood pressures did not differ 
significantly. Other evidence suggests that sodium is 
necessary for the production of hypertension. In our 
society, however, hypertension cannot be related simply 
to dietary sodium intake.—[Author’s summary.] 


818. Treatment of Hypertension with a Combination of 
Chlorothiazide and Mecamylamine 

A. J. BARNETT and R. J. MARSHALL. Medical Journal of 
Australia [Med. J. Aust.] 2, 521-524, Oct. 18, 1958. 
3 figs., 12 refs. 


The results of a short-term trial of a combination of 
mecamylamine and chlorothiazide in the treatment of 
essential hypertension are reported from Alfred Hospital, 
Melbourne. Of the 14 patients (8 male and 6 female), 
13 were between 36 and 63 years of age; the remaining 
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patient was a child of 6 years. In five cases the malignant 
phase of the disease had been diagnosed 4 to 7 years 
previously by the presence of papilloedema. All the 
patients had been treated with mecamylamine for 2 to 
15 months before the start of the present trial and a 
stable dosage had been achieved. In addition, 11 
patients had received reserpine and 2 hydrallazine. The 
patients were seen at weekly intervals, when the blood 
pressure was determined in the standing, sitting, and 
recumbent positions, changes in weight were recorded, 
and symptoms noted. The serum electrolyte levels 
were determined before, during, and after the trial. 
Chlorothiazide was given in a dosage of 0-5 g. twice 
daily to adults, the child receiving half this dosage. 

At the end.of a 4-week trial there was a marked fall 
in the mean blood pressure in 2 patients, little change 
having taken place in the remainder. [This is not sur- 
prising since the patients had already been stabilized 
with hypotensive drugs before the beginning of the trial.] 
The significant finding was that in 13 of the patients it 
was possible to reduce the daily dose of mecamylamine 
by 25 to 75%, “* the average decrease for all 14 patients 
being 47%”. [In the abstracter’s view this figure is 
meaningless.] In spite of this reduction in the dose of 
mecamylamine the parasympathomimetic side-effects 
were not entirely eliminated, although some patients 
reported improvement in such symptoms as blurred 
vision and constipation. Postural hypotension on the 
other hand became more marked in 5 cases. The 
majority of patients lost weight during chlorothiazide 
therapy, only to regain it when the drug was withdrawn. 
The serum chloride level fell from a mean of 104-2 mEq. 
per litre to 98-0 mEq. per litre, a similar, though less 
marked, change taking place in the serum potassium 
level. There were no significant changes in serum sodium 
levels or in the alkali reserve. H. F. Reichenfeld 


819. The Significance of the Adrenal Glands in Hyper- 
tensive Disease. (K sompocy o sHa¥eHHH 
HHKOB MIpH 6onesHH) 

M. P. ANDREEVA. u 


Topmouomepanutu (Probl. Endokr. Gormonoter.] 4, 75-84, 
No. 5, Sept.-Oct., 1958. 4 figs., bibliography. 


The author presents the post-mortem findings in 90 
patients dying in different stages of hypertensive disease 
and in 35 control subjects dying from other causes not 
associated with hypertension, in 22 of whom the blood 
pressure was known to be normal before death. The 
adrenal glands were removed and, after weighing, were 
subjected to full histological investigation. 

In the controls the average weight of the two adrenal 
glands was 8-86 g., whereas in patients dying in the first 
stage of hypertensive disease it was 10-59 g., in those 
dying in the second stage 11-92 g., and in those dying 
in the third stage 12:77 g. In the controls the mean 
ratio of cortical to medullary substance was 8-03:1, 
while in the patients the mean ratios in the three stages 
of hypertension were 6-3: 1, 12-4: 1, and 7-1: 1 respectively. 
Thus in the first stage of hypertension the ratio was below 
normal, that is, there was a relative increase in medullary 
tissue. In the second stage there was considerable 


hypertrophy of the cortical substance, especially in the 
zona glomerulosa, while the phaeochromic cells of the 
medulla, though more numerous than normal, were les; 
hyperplastic than in the first stage. In the third Stage 
widespread atrophic and sclerotic changes were prevalent 
throughout the adrenal glands. It appears to be cop. 
firmed, therefore, that these glands take an active par 
in the development of hypertensive vascular disease. 
L. Firman-Edwards 


820. The Surgical Treatment of Obliterative Endar. 
teritis. (Xupypruseckoe neyeHue 

E. S&S. Kaunuryecxan Meduyuna {Klin, 
Med. (Mosk.)\ 36, 22-30, No. 11, Nov., 1958. 9 figs, 
17 refs. 


The author reviews the results in 150 patients subjected 
to sympathectomy between 1935 and 1956, of whom 130 
were suffering from obliterative endarteritis, 19 from 
obliterative atherosclerosis, and one from Raynaud's 
disease. In all, 164 lumbar and 3 thoracic sympathec- 
tomies were performed. In 25 of the cases treated by 
lumbar sympathectomy up to 1947 the transabdominal 
approach was employed, but after that date the retro- 
peritoneal approach was adopted. In the thoracic 
operations care was taken to remove the third left 
sympathetic ganglion, which according to Ognev inner- 
vates the aortic arch and thence the arterial branches 
arising therefrom. The author describes 4 stages of 
obliterative endarteritis: (1) arterial spasm with inter- 
mittent claudication; (2) the same, with pain persisting 
at rest and early trophic disturbances; (3) the onset of 
ulceration and gangrene of the phalanges; and (4) the 
onset of gangrene of the foot or hand. Of his 150 cases, 
25 belonged to the first stage, 45 to the second, and 8 
to the third. No cases in the fourth stage were treated 
by sympathectomy. 

The ultimate results were encouraging; thus of 106 
cases followed up in 1952, the condition of the extremities 
was good in 45 (42-4°%) and fair in 39 (36°), with no 
notable improvement in 22 (21%). Of 33 cases reviewed 
more recently, the results were good in 14, fair in 13, and 
poor in 6 (in 5 of these amputation was required at inter- 
vals ranging from 2 months to 5 years after sympathec- 
tomy). Of the 3 thoracic operations, 2 gave good results 
(including the case of Raynaud’s syndrome), but the third 
was ineffective. In the author’s view sympathectomy is 
indicated in the first three stages of obliterative endarter- 
itis, but not in atherosclerosis. Postoperative pail 
developed about 7 to 10 days after operation in 58 cases, 
in 15 in the zone of the sciatic nerve, and in 43 in the 
zone innervated by the lumbar plexus. He consider 
that this was due to interstitial neuritis of the spinal 
nerves and sometimes to ganglio-neuritis of the sympa 
thetic chain. The duration of this pain in the lumbar 
plexus zone was up to 3 weeks, but in the sciatic zone 
may be much longer. The pain is relieved by physio- 
therapy and local procaine blockade. [In one case of 
severe post-sympathectomy pain in the abstracter’s 
experience considerable relief was afforded by the 
administration of hexamethonium hydrobromide.] 

L. Firman-Edwards 
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Clinical Haematology 


92]. Therapy of Polycythemia Vera with Myleran 
N. WALD, T. HosHtINno, and M. E. Sears. Blood [Blood] 
13, 757-762, Aug., 1958. 1 fig., 16 refs. 


From the Atomic Bomb Casualty Commission, 
Hiroshima, Japan, the authors report that the administra- 
tion of an average dose of 29-4 (range 22 to 40) mg. of 
“myleran *’ (busulphan) in 9 relapses occurring in 5 
patients with polycythaemia vera resulted in improvement 
in the blood picture, irrespective of whether or not the 
initial leucocyte count was high. Complete remission 
(on 7 occasions) included a fall in the haemoglobin 
level and erythrocyte and platelet counts to normal and 
also regression of the accompanying splenomegaly and 
alowering of hypertension. Studies of the hematocrit 
value and plasma volume in 3 cases confirmed the im- 
provement and it was also noted that the life-span of the 
erythrocytes tended to become shorter. 

Itis postulated that busulphan, through its alkylating 
ation on protein or nucleoprotein of mitotic cells, pro- 
duces not only a reduction in erythropoiesis, but also 
aqualitative alteration in erythrocyte formation which 
ismanifested by a shortening of the life-span of these cells. 
The potential advantages of busulphan—if these pre- 
liminary observations are confirmed in a larger study— 
are discussed. The use of irradiation either with x rays 
or by means of radioactive phosphorus could then be 
abandoned and-the possible leukaemogenic effect of 
these procedures avoided. Mary D. Smith 


ANAEMIA 


and Protein Metabolism in Pernicious 
D. W. Net and J. A. Weaver. British Journal of 
Haematology (Brit. J. Haemat.] 4, 447-456, Oct., 1958. 
2figs., 44 refs. 


In a previous paper (Lancet, 1954, 1, 1212; Abstr. 
Wid Med., 1954, 16, 482) the authors discussed the 
uwinary excretion of amino-acids in pernicious anaemia. 
The present study was carried out at the Royal Victoria 
Hospital, Belfast, on 30 patients with untreated proven 
Addisonian pernicious anaemia and on 20 patients with 
other diseases who served as controls; both groups 
Were given the standard hospital diet, containing about 
10 g. of protein daily. 

The most characteristic finding in the anaemic patients 
Was the increased urinary excretion of taurine (range 80 
to 513 (mean 315) mg. per 24 hours) compared with 
the controls (range 30 to 220 (mean 121) mg. per 24 

). Since taurine may be only an end-product of the 
metabolism of sulphur-containing amino-acids, this 
observation may indicate that there is defective utiliza- 
tion of amino-acids for protein synthesis in cases of vita- 
min-B;> deficiency. There was also an_ increased 


excretion of amino-acids, which however was of an in- 
constant pattern, and an abnormally high amino nitrogen 
excretion. A negative nitrogen balance became positive ° 
after treatment, and at the same time the 24-hour excre- 
tion of taurine and amino nitrogen fell. Fractionation 
of the plasma proteins by zone electrophoresis showed 
that a reduction in total protein level was due mainly 
to a fall in the albumin fraction; the plasma protein 
level and pattern were restored to normal on treatment. 
The authors suggest that these findings are compatible 
with the notion that vitamin B,2 plays a part in protein 


synthesis. R. B. Thompson 
823. Acid Secretion by the Stomach in Pernicious 
Anaemia 

A. Jacoss. British Journal of Haematology (Brit. J. 


Haemat.) 4, 465-469, Oct., 1958. 16 refs. 


In this report of an investigation of the true significance 
of achlorhydria in pernicious anaemia, carried out at 
Charing Cross Hospital Medical School, London, the 
arbitrary nature of the customary clinical standards for 
assessing “‘ free” gastric acidity is stressed. The gastric 
acidity was investigated with a direct-reading pH meter 
in 79 patients with proven classic Addisonian pernicious 
anaemia before and after stimulation with a Boas (gruel) 
test meal and subsequent stimulation with 0-5 mg. of 
histamine phosphate, samples of the gastric contents 
being aspirated at 20-minute intervals and tested for 
free” acid with Tépfer’s reagent. 

The response to stimulation was very variable, some 
patients secreting no acid and others small amounts, 
and in one otherwise classic case of pernicious anaemia 
there was “ free” acid on testing with Topfer’s reagent. 
These observations indicate that absolute achlorhydria 
is not invariable in patients with pernicious anaemia, 
so that secretion of acid and that of intrinsic factor 
are not necessarily equally impaired. In doubtful cases 
in which some acid is secreted deficiency of intrinsic 
factor can be assessed by demonstrating defective absorp- 
tion of radioactive vitamin B,2, and this can be corrected 
by administration of intrinsic factor. It is concluded 
that the standard methods of gastric analysis do not 
measure acid secretion when this is small in amount. 

R. B. Thompson 


824. The Clearance from the Plasma of Folic Acid 
Injected Intravenously in Normal Subjects and Patients 
with Megaloblastic Anaemia 

1. CHANARIN, D. L. MOLLIN, and B. B. ANDERSON. 
British Journal of Haematology (Brit. J. Haemat.] 4, 
435-446, Oct., 1958. 4 figs., 7 refs. 


Megaloblastic anaemia may result from vitamin-Bj2 
(cyanocobalamin) deficiency or deficiency or poor utiliza- 
tion of folic acid. While serum levels of vitamin Bi2 
can be measured directly, the fact that detectable levels of 
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folic acid are not present in the serum of fasting normal 
subjects means that the presence of folic acid deficiency 
states can be detected only indirectly. In an attempt 
to overcome this difficulty a folic acid clearance test has 
been devised by the authors, working at the Post- 
graduate Medical School of London. In this the serum 
folic acid level is assayed biologically, using Streptococcus 
faecalis as the test organism, at 3, 15, and 30 minutes 
_ after the intravenous injection of 15 yg. of folic acid per 
kg. body weight. 

In 69 normal subjects serum folic acid levels showed a 
wide variation (ranges 75 to 186, 21 to 80, and 4 to 49 
pemg. per ml. at 3, 15, and 30 minutes respectively), but 
in all cases there was a very rapid initial fall in the level 
(probably due to tissue uptake) followed by a more 
gradual decline. That the tissues of normal subjects 
are “ unsaturated” was suggested by the finding of 
much higher serum folic acid levels when the test was 
performed on 19 subjects 24 hours after an oral dose of 
5 or 15 mg. of folic acid. Studies on patients with 
anaemia of various types revealed that injected folic acid 
was rapidly cleared from the serum in cases of folic 
acid deficiency. Thus rapid clearances were found in 
all of 4 patients with megaloblastic anaemia of pregnancy, 
in 3 out of 10 patients with iron-deficiency anaemia, in 
all but one of 8 patients with a megaloblastic anaemia 
associated with idiopathic steatorrhoea, in all of 6 patients 
with vitamin-B;2 deficiency and an erythrocyte count of 
less than 2 million per c.mm., and in all of 7 patients with 
megaloblastic anaemia associated with leukaemia and 
allied conditions. Investigation of a small group of 
patients with megaloblastic anaemia due to anticonvul- 
sant drugs showed rapid clearance of folic acid in one 
who had received phenytoin sodium, but a normal 
clearance rate, which was taken to indicate no deficiency 
of folic acid, was found in one patient with a mild megalo- 
blastic anaemia due to idiopathic steatorrhoea, in 11 
mild or moderately anaemic patients with vitamin-B)2 
deficiency, in 2 cases of megaloblastic anaemia due to 
primidone, and in one case which was due to large doses 
of barbiturate. 

The normal clearance in some patients taking anticon- 
vulsant drugs is taken to imply that the megaloblastic 
anaemia in these cases is due to faulty utilization of folic 
acid. The finding of a normal clearance rate in 10 
patients with Addisonian pernicious anaemia treated 
with vitamin B;2 would seem to suggest that in such 
cases severe megaloblastic anaemia does not occur 
until folic acid deficiency develops. R. B. Thompson 


825. Role of Hemolysis in Anemia Secondary to Chronic 
Lymphocytic Leukemia and Certain Malignant Lym- 
phomas 

J. G. FREYMANN, S. B. BurRRELL, and E. A. MARLER. 
New England Journal of Medicine [New Engl. J. Med.] 
259, 847-855, Oct. 30, 1958. 4 figs., 35 refs. 


In the authors’ experience much of the disability of 
patients with chronic lymphatic leukaemia or malignant 
lymphoma results from the accompanying intractable 
anaemia. This anaemia was formerly thought to be due 
to the replacement of marrow cells by lymphocytes, 


‘the spleen was very large. 


CLINICAL HAEMATOLOGY 


but recently the occurrence of haemolysis has bee 
demonstrated. 

The part played by haemolysis in the causation of 
the anaemia was studied at the Huntington Memorig 
Hospital, Walpole, and the Massachusetts Gener 
Hospital, Boston, in 12 patients with chronic lymphatic 
leukaemia and 5 with malignant lymphoma. In om 
patient with leukaemia the haemoglobin level was nor. 
mal, but the other 16 were suffering from moderate o; 
severe anaemia. In only one case was the Coomh 
reaction positive. A group of 5 patients with norm 
blood counts and admitted to hospital for orthopaedic 
conditions served as controls. In addition to the stand. 
ard haematological investigations the erythrocyte sur. 
vival time was determined by labelling a small amount 
of the patient’s blood with radioactive chromium 
(51Cr) in the form of sodium chromate. 

The biological half-life of radioactivity in the blood 
of the normal subjects ranged from 27-5 to 38-5 (mean 
31-6+4-2) days, but in 2 patients, including the patient 
with the positive Coombs reaction, it was very short 
(3-5 and 5-3 days respectively), while in 7 others it varied 
between 15 and 22-5 days; in the remaining 8 cases it 
fell within two standard deviations of the normal mean. 
There was a linear fall in erythrocyte survival time with 
increasing degrees of anaemia. When the survival time 
was short the radioactivity over the spleen increased 
rapidly within a few days. of infusion of the labelled 
erythrocytes, whereas when the survival time was longer 
there was little increase in splenic radioactivity, even when 


The sole patient with a positive Coombs reaction was 
also the only one with a significant reticulocytosis before 
the start of specific therapy. Review of previous cases 
with a reticulocytosis showed that they had active ery- 
thropoiesis in the bone marrow. This obvious hae- 
matological picture of haemolysis results from the 
response of a healthy bone marrow to excessive erythro- 
cyte destruction. Such a response occurs in only about 
10% of all patients with chronic lymphatic leukaemia. 
In patients without such a reticulocyte picture the bone 
marrow is unresponsive. In patients with a haemo- 
globin level above 8 g. per 100 ml. hypoplasia is the pre- 
dominant cause of the anaemia. At lower haemoglobin 
levels the importance of haemolysis increases, although 
erythropoiesis may remain inadequate. Cytotoxic agents 
such as chlorambucil induced rapid haemolysis it 
patients who had previously been stable and had only 
moderate anaemia; these drugs should therefore & 
administered with caution to such anaemic patients. 

David Phear 


826. Sickle-cell Anaemia in Adults and Its Differentis 
tion from Sickle-cell Thalassaemia 
L. N. Went and J. E. Maciver. Lancet [Lancet] 
824-826, Oct. 18, 1958. 2 figs., 14 refs. 


In this paper from the University College of the West 
Indies, Jamaica, the haematological findings in home 
zygous sickle-cell anaemia in adults (49 patients over 15 
years of age) are contrasted with those in sickle 
thalassaemia (11 patients, 2} to 28 years of age). In the 


authors’ view the blood pictures are distinct, and in al 
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CLINICAL HAEMATOLOGY 


of their cases it was possible to make a tentative diag- 
nosis before family studies were carried out. Sickled 
cells are present in moderate to large numbers in sickle- 
cell anaemia; they are usually absent in sickle-cell 
thalassaemia, in which target cells and hypochromia are 
much more conspicuous. 

The cases of sickle-cell thalassaemia fell into three 
groups depending on the race of the parent contributing 
the thalassaemia gene: (1) an Afro-Chinese group (3 
patients) whose haemoglobin (Hb) was shown by electro- 
phoresis to consist of HbS and HbF (6 to 16%), but no 
HbA (a picture indistinguishable from that of sickle-cell 
anaemia) and whose blood films were markedly abnor- 
mal in appearance; (2) an Afro-Caucasian group (5 
patients) whose blood films were less abnormal and who 
had 15 to 27% of HbA as well as HbS and small quanti- 
ties of HbF; and (3) an African group (3 patients) which 
was remarkable in that the blood film of the propositus 
was normal; the heterozygotes (HbA+HbF) had as 
much as 20% of HbF, and it was questionable whether 
the abnormal gene was that of true thalassaemia. 

The authors conclude by pointing out that the sur- 
vival rate among patients with sickle-cell anaemia (homo- 
zygous HbS) is much higher in the West Indies than in 
Africa, where the mortality among such patients in 
childhood is very high. J. V. Dacie 


827. The Role of the Spleen in the Hemolytic Anemia 
of Cancer Patients 

J. E. ULTMANN. Cancer Research [Cancer Res.] 18, 
959-967, Sept., 1958. 5 figs., 8 refs. 


The part played by the spleen in the haemolytic 
anaemia of patients with neoplastic diseases was studied 
at the Francis Delafield and Presbyterian Hospitals, 
New York, by estimating the survival of erythrocytes 
labelled with radioactive chromium (52Cr) after re- 
injection in samples of blood and also by surface-counting 
of radioactivity over the spleen, liver, and heart. None 
of the 29 patients had obvious sepsis or haemorrhage 
and none had uraemia or gave a positive reaction to the 
direct Coombs test. 

In 9 patients with carcinoma and 8 with lymphoma or 
lymphatic leukaemia in whom the disease was localized 
or in remission the only abnormality was a slightly 
shortened erythrocyte life-span. In 3 cases of dis- 
seminated carcinoma there was a marked reduction in 
erythrocyte survival associated with increased radio- 
activity over the spleen, which was not clinically enlarged. 
A marked reduction in erythrocyte survival was also 
observed in 7 cases of lymphoma or lymphatic leukaemia, 
in 6 of which radioactivity was increased over the spleen, 
sometimes without palpable splenomegaly. In_ the 
remaining 2 cases studied, one of recurrent hyper- 
nephroma and one of multiple myeloma with palpable 
tumour masses, there was increased radioactivity over 
the tumour; this finding is probably explained by 
haemorrhage into and around neoplastic tissue. The 
author concludes that it is not only spherocytes and 
erythrocytes with altered surfaces which are selectively 
destroyed in the spleen [Harris et al., Clin. Sci., 1957, 
16, 223; Abstr. Wild Med., 1957, 22, 370]. Further 
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studies are projected to assess the usefulness of these 
techniques in the selection for splenectomy of anaemic 
patients with neoplastic disease. A. G. Baikie 


NEOPLASTIC DISEASES 


828. Histopathologic Effects of X-rays, Radiophos- 
phorus, Nitrogen Mustard, Urethane, and Steroids upon 
the Spleen in Leukemias and Lym 

M. Biock. Radiology [Radiology] 71, 477-501, Oct., 
1958. 10 figs., 31 refs. 


A study of the immediate effects of various forms of 
treatment on the histology of the spleen in 20 cases of 
Hodgkin’s disease, lymphosarcoma, or leukaemia is 
reported from the University of Colorado School of 
Medicine, Denver. Specimens of splenic tissue were 
taken by needle biopsy shortly after treatment with 
x rays, radioactive phosphorus, nitrogen mustard, ure- 
thane, or steroids and the appearances compared with 
those in similar specimens taken before treatment. 


Smears from the specimens were found to be valueless 


for this purpose, but examination of sections of tissue 
from comparable splenic areas prepared by the Maximow 
technique enabled the changes due to treatment to be 
studied, and these are described in detail. 

In general, the effects of radiation, radioisotopes, 
nitrogen mustard, and urethane were strikingly similar, 
steroids differing from the other agents in their ability to 
cause a reversion towards normal structure in the 
spleen in acute myelogenous leukaemia. In no case, 
however, did treatment induce a complete return to 
normal morphology, nor was the degree of histological 
change correlated closely with the degree or duration of 
clinical improvement. Contrary to general belief the 
sensitivity of the cells did not appear to be related to 
their immaturity, to mitotic activity, or to whether or 
not they were “ part of a leukemic or lymphomatous 
process’. The literature is discussed and suggestions are 
made for future lines of investigation into the treatment 
of these diseases. G. Calcutt 


829. Leukaemogens 
J. D. Appatr and A. J. LEA. 
883, Oct. 25, 1958. 15 refs. 


The authors have attempted by statistical methods to 
discover whether there is any association between the 
development of leukaemia and a number of factors 
which, it has been thought, might be leukaemogenic— 
therapeutic or occupational exposure to irradiation, 
fractures, other injuries, treatment with sulphonamides 
and antibiotics, chronic sepsis, acute infections, and 
the rheumatic diseases. For this purpose cases of 
leukaemia occurring in males in the Services were 
collected from the records of the Ministry of Pensions 
and National Service and two control series composed 
of random samples of (1) all cases, whether of disease 
or injury, in which pensions were claimed between 
1939 and 1955 and (2) all caszs of neoplasm (excluding 
reticuloses) in which pensions were claimed between the 
same dates. No difference was found between the two 
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control series in the incidence of any of the above factors, 
and the two series (of 813 and 554 subjects respectively) 
were therefore combined for comparison with the cases 
of leukaemia. 

Differences between the leukaemia series and the con- 
trol series were found in respect of three factors— 
exposure to radiation, occurrence of rheumatic disease, 
and (in respect of acute leukaemia) treatment with sul- 
phonamides. Inconsistencies in the data make the au- 
thors hesitant to conclude that the sulphonamides are 
leukaemogenic, though the evidence is considered sugges- 
tive. Inthe case of the rheumatic diseases care was taken 
to exclude (1) cases in which the symptoms of rheumatic 
disease may have been mimicked by the early stages of 
leukaemia and (2) cases in which there had also been 
exposure to radiation or to sulphonamides. The authors 
conclude that some form of association exists between 
leukaemia on the one hand and rheumatic diseases and 
irradiation on the other. They regard these observations 
as precluding the use of data concerning cases of anky- 
losing spondylitis in the investigation of the relationship 
between dose of radiation and the development of 
leukaemia. Richard Doll 


830. Clinical Evaluation of 6-Chloropurine in  Leu- 
kemia of Adults 

R. R. Exuison, D. A. KARNOFSKY, and J. H. BURCHENAL. 
Blood [Blood] 13, 705-724, Aug., 1958. 5 figs., 8 refs. 


It is reported from Cornell University and the Sloan- 
Kettering Institute, New York, that the use of 6-chloro- 
purine, an analogue of mercaptopurine, in the treatment 
of various types of acute leukaemia in 36 patients aged 
15 to 72 years produced complete remission in 3, ** clinical 
remission” in 4, and partial remission in 8. Clinical 
well-being was as satisfactory in those showing partial 
as in those showing complete remission. The effect 
-of the drug became evident after 6 to 22 days’ treatment, 
while maximum depression of the leucocyte count and 
maximum reduction in marrow cellularity were evident at 
10 to 63 days. Patients previously treated with 6- 
mercaptopurine (4 cases) or steroids (2 cases) showed 
less satisfactory responses. Of 4 patients with chronic 
myeloid leukaemia, 2 responded well and one other 
showed some improvement with 6-chloropurine after 
6-mercaptopurine had failed. Of a further group of 12 
patients with non-leukaemic reticulo-endothelial disease 
short-lived amelioration was obtained in 4 with Hodgkin’s 
disease or lymphosarcoma. 

The major toxic effect of the drug was marrow de- 
pression (the effect which, in controlled fashion, is aimed 
at in treatment). Anorexia, nausea, and vomiting were 
troublesome in one-quarter of the adults (but not in the 
youngest patients), and a generalized maculo-papular 
rash was noted in 5 cases. An increase in the blood uric 
acid level was usual, and in one case uric acid crystals 
caused’ renal blockage. Nearly half the patients devel- 
oped jaundice, and the possibility of the drug potentiating 
the activity of a viral hepatitis is discussed. It is con- 
cluded that cases of leukaemia which are potentially 
responsive to 6-chloropurine are difficult to identify. 
Mary D. Smith 


CLINICAL HAEMATOLOGY 


BLOOD TRANSFUSION . 


831. Citrate Intoxication. A Clinical and Experi. 
mental Study 

J. LupBrook and V. Wynn. British Medical Journal 
[Brit. med. J.) 2, 523-528, Aug. 30, 1958. 9 figs, 
19 refs. 


With the more frequent use of rapid transfusions of 
citrated blood the potential danger of citrate intoxication, 
especially to infants receiving exchange transfusions and 
to patients with liver disease, is becoming more evident, 
By depressing the plasma ionized calcium level an excess 
of citrate reduces the excitability of the heart muscle and 
causes electrocardiographic (ECG) changes and hypo- 
tension. The authors review the relevant literature and 
briefly describe 4 cases in which citrate intoxication 
occurred in patients undergoing operations at St. Mary’s 
Hospital, London. 

In 3 of the authors’ cases the aorta was clamped for 
varying periods and in one the hepatic artery was 
clamped for 30 minutes; all operations were performed 
under induced hypothermia. In all cases the plasma 
citrate level rose steeply during the period of clamping 
and fell more slowly after release of the clamps. The 
highest plasma citrate levels reached ranged from 40 to 
140 mg. per ml. Hypotension or ECG changes or both 
developed in all cases, and one patient died in ventricular 
fibrillation despite the administration of 2 g. of calcium 
gluconate. 

An experimental study of the distribution of infused 
citrated plasma in man and in dogs is described, in which 
a linear relationship between the amount of citrate 
infused and the plasma citrate level was observed, the 
rise being steeper in dogs than in man. At widely 
differing rates of infusion the proportion of infused citrate 
excreted in the urine remained fairly constant, being 
about 44°% in dogs, but only 20°% in man, the remainder 
presumably being destroyed metabolically. Hypo- 
thermia, both in man and in the dog, reduced the rate 
of metabolic destruction of citrate. 

It is difficult to define the level above which the plasma 
citrate content becomes dangerous, but 50 mg. per 
100 ml. would result in an ionized calcium level of about 
0-5 millimols per kg. H2O, and this appears to be un- 
desirably low. Such levels would result from the infusion 
of about one 540-ml. bottle of citrated blood in 5 
minutes. In the absence of rapid transfusion some factor 
causing defective plasma clearance, such as hypothermia, 
anuria, or impairment of liver function or circulation, 
is necessary to produce such a high citrate level. If there 
is any reason to suspect citrate intoxication as the cause 
of an otherwise unexplained hypotension the authors 
suggest the slow intravenous injection (0-5 to | ml. 
per minute) of 10° solution of calcium chloride, which 
is more completely ionized than calcium gluconate, up 
to a total of 10 ml. or until a response is observed in the 
ECG tracing or until the blood pressure returns to 
normal. 

[A relevant paper not cited among the references 18 
that by Firt and Hejhal (Lancet, 1957, 2, 1132; Abstr. 
Wld Med., 1958, 23, 439).] F. Hillman 
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Respiratory System 


$32. Adult Chronic Bronchitis—Continuous Antibiotic 
Therapy 

G. Epwarps and E. C. Fear. British Medical Journal 
[Brit. med. J.] 2, 1010-1012, Oct. 25, 1958. 7 refs. 


In an earlier paper (Brit. med. J., 1957, 2, 259; Abstr. 
Wid Med., 1957, 22, 456) the authors and colleagues 
described a controlled trial in which oxytetracycline, 
alone or with other drugs, was given continuously over 
aperiod of 6 months in the winter of 1955-6 to patients 
suffering from chronic bronchitis. Of 53 patients who 
completed the course, 29 were given oxytetracycline, with 
improvement in 21, whereas only 7 out of a control group 
of 24 showed improvement. From Leeds Chest Clinic 
the authors now report a further study of the 29 patients 
treated with oxytetracycline and 13 of the controls. 

Alternate patients in the oxytetracycline group were 
continued on this treatment, with or without sulphon- 
amides (Group A, 14 patients), while the remainder were 
given dummy tablets (Group B, 15 patients), treatment 
continuing for 18 months and progress being assessed 
at the end of each 6-month period. Of 11 patients in 
Group A who completed the second trial, none had had 
arelapse during the 18 months and all were considered 
to be improved. Of the 15 patients in Group B, 2 only 
had improved, 2 were unchanged, and 11 had had a 
relapse. The control group of 13 patients were given 
the same medication as in the original trial for a period of 
6months, after which 6 (Group C) were given oxytetra- 
cycline and the remainder (Group D) continued cs 
before. None of the patients in Group C had a relapse 
and 4 improved, whereas in Group D none improved, 3 
showed no change, and 4 had a relapse. A study of the 
time of relapse showed that in the majority of patients 
this occurred during the period September to April. 

The authors conclude that continuous and prolonged 
treatment with oxytetracycline over the winter months is 
significantly effective in reducing the relapse rate, and 
they recommend a dosage of 0-5 to 1 g. daily. The total 
cost of such treatment is estimated at about £45 to £55a 
year, but it is considered that this would be more than 
offset by the saving on the treatment of severe bron- 
chitis in relapse. J. N. Harris-Jones 


833. Reduction of Sputum Viscosity in Chronic Bron- 
chitis 

W. Rosinson, P. B. WooLLey, and R. E. C. ALTOUNYAN. 
Lancet [Lancet] 2, 819-821, Oct. 18, 1958. 4 figs., 11 refs. 


/An uncontrolled trial is reported of the effect in chronic 
bronchitis of inhalation of a powder containing equal 
parts of deoxyribonuclease and chymotrypsin, a special 
insufflator, which is illustrated, being used. At Monsall 
Hospital, Manchester, 36 patients with bronchitis or 
bronchiectasis were observed for 3 days and were then 
given inhalations of the powder 3 times a day for 5 days. 
The effects were assessed from the changes in the sputum. 


In 31 patients there was a reduction in the viscosity and 
in 14 a slight but not significant increase in the volume of 
the sputum. The macroscopic character of the sputum 
was not affected. Microscopically, however, lysis of 
mucoprotein and deoxyribonucleoprotein fibres was 
seen in the majority of specimens examined. Subjective 
improvement was noted in 24 of the 36 patients. [The 
proportion of patients showing subjective improvement 
is very much the same after any treatment, whether 
active or inactive.] Sensitization to deoxyribonuclease 
occurred in 2 cases; otherwise there were no significant 
untoward effects. The insufflator proved simple to use. 
C. M. Fletcher 


834. Bronchodilators in Chronic Bronchitis 
W. Rosinson, P. B. WooLLey, and R. E. C. ALTOUNYAN 
Lancet [Lancet] 2, 821-824, Oct. 18, 1958. 6 figs., 5 refs. 


At Monsall Hospital, Manchester, the authors studied 
the effect of inhalation of isoprenaline powder in 39 
patients suffering from chronic productive cough with 
dyspnoea on exertion, the forced expiratory volume at 
one second (F.E.V.) being taken as an index of the 
degree of “‘ resistance’ or spasm. The insufflator was 
identical with that used in the previous investigation [see 
Abstract 833]. An optimum effect was obtained with a 
dosage of 0-15 mg. of a powder with a particle size 
ranging from 1 to 5 » or 0-3 to 0-5 mg. of a powder with 
particle size of 1 to 10 yu, the maximum effect being 
achieved in 3 minutes. Coarser powder produced little 
effect. The increase in F.E.V. lasted for 1 to 3 hours. © 
In contrast, 20 mg. of isoprenaline given sublingually 
caused a smaller increase in F.E.V., which appeared 25 
minutes later, and significant side-effects. No evidence 
of tolerance was observed in 24 patients who inhaled 
isoprenaline powder daily for 3 to 8 months. 

In an investigation of the effect of mepyramine given 
additionally it was found that this drug by mouth poten- 
tiated the action of isoprenaline when given by intra- 
muscular injection, producing an increase in the F.E.V. 
in 9 out of 19 patients over a period of 2 to 3 hours. 

C. M. Fletcher 


835. ‘* Dry ’’ Bronchiectasis 

D. A. Gitus and R. D. MILLER. Journal of the American 
Medical Association [J. Amer. med. Ass.] 167, 1714-1719, 
Aug. 2, 1958. 3 figs., 18 refs. 


The clinical features in 22 cases of “ dry” bronchi- 
ectasis encountered at the Mayo Clinic were reviewed. 
Hemoptysis, usually considered the prime warning 
sign leading to discovery of such cases, was observed in 
only slightly more than half of the cases. The discovery 
of an abnormal pulmonary shadow in the thoracic 
roentgenogram in patients without respiratory symptoms 
was a common finding in this study. The combination 
of occasional nonproductive cough and an abnormal 
pulmonary roentgenographic shadow was the least fre- 
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quent in this series. The clinical picture of dry bronchi- 
ectasis was not related to the lobar or segmental 
distribution, the number of segments involved, the 
type of deformity of the segments involved, the age of 
the patient, or the history of previous tuberculosis. 
This syndrome accounted for only about 3°% of all cases 
of bronchiectasis diagnosed during a recent 3-year period. 

Surgical resection of the involved pulmonary segments 
was advised only in 2 cases. Minimal or absent symp- 
toms in most cases warranted only continued observation 
once the diagnosis was established.—[Authors’ summary. ] 


836. The Long-term Results of Resection for Bronchi- 
ectasis 
W. H. HELM and V. C. THompson. Quarterly Journal of 


Medicine (Quart. J. Med.) 27, 353-367, July, 1958. 26 
refs. 


The authors report the long-term results in 159 cases 
of bronchiectasis treated by resection between 1939 and 
1952, at the London and the London Chest Hospitals. 
The 174 resections performed comprised pneumonec- 
tomy in 22 cases and 152 lobectomies, of which 15 were 
bilateral. In 12 cases the resection was described as 
** palliative’, considerable areas of diseased lung having 
to be left after resection of the most severely affected 
segments. There were 84 female and 75 male patients 
and their ages ranged from | to 50+ years, approximately 
equal numbers being distributed over each of the first 5 
decades, with 5 patients over 50. The follow-up period 
varied from 24 to 16 (average 6) years. Postoperative 
bronchograms were obtained in 92 cases. 

In the whole series there were only 3 operative deaths 
(2 patients subjected to pneumonectomy and one to 
lobectomy), while 6 patients died at various times after 
discharge from hospital (2 of the pneumonectomy 
group and 4 treated by lobectomy), the total number of 


» deaths thus being 9, a mortality of 5°%. The most serious 


complications were: (1) broncho-pleural fistula and 
empyema, which occurred in 14 patients, of whom 4 died 
and 3 were no better symptomatically after operation; 
and (2) permanent lobar collapse leading to progressive 
fibrosis and bronchiectasis in the remaining lobe after 
lobectomy (5 cases). Temporary lobar collapse occurred 
in 38 cases, but had no relation to later deterioration. 
Classification of the results in three groups according 
to criteria described showed that 41°% of the patients 
were “cured”, 23% “much improved”, and 20% 
“* improved ”’, a total of 84°% thus benefiting from opera- 
tion. The prognosis as regards aggravation of existing 
disease and the development of new disease did not 
appear to be influenced by postoperative complications 
(other than permanent lobar collapse). The outlook 
was worse in patients suffering from generalized bron- 
chitis; thus out of 23 of the 92 patients examined by 
postoperative bronchography and in whom areas of 
bronchiectasis had been left behind at operation, 10 
later showed deterioration; of these 10, 6 had generalized 
bronchitis. New homolateral bronchiectasis was found 
in 13 patients, 8 of whom had postoperative complica- 
tions; of this group, 10 had generalized bronchitis. All 
the bronchitic patients were temporarily improved by 


operation, but none completely lost their predisposition 
to recurrent bronchitis and 8 eventually became as bad 
as, or worse than, before operation. 

The results of surgery in this series are compared with 
those of medical treatment in the past and at the present 
time. The authors conclude that resection is the treat. 
ment of choice in carefully selected cases of bronchi- 
ectasis. In many patients, however, the outlook after 
resection is uncertain, since if the diseased segments 
occupy considerable space (and especially if adjacent 
segments are affected), or if there is co-existing general. 
ized bronchitis, deterioration may ultimately follow 
owing to progression of the disease in the remaining 
segments. Further, in patients with generalized bron- 
chitis resection should probably be confined to those in 
whom the diseased segments are small; long-term anti- 
biotic therapy before and after operation is advocated 
for such patients. Operation is contraindicated in the 
presence of severe chronic bronchitis or advanced general- 
ized emphysema. F. J. Sambrook Gowar 


837. Respiratory Re-education in Cases of Emphysema 
with Chronic Cor Pulmonale. (La rééducation respira- 
toire de l’°emphysémateux au stade du cceur pulmonaire 
chronique) 

A. TOURNIAIRE, M. TARTULIER, F. DeyriEUx, and H. 
ANTERION. Semaine des hépitaux de Paris [Sem. Hop. 
Paris] 34, 2228-2234, Sept. 18-28, 1958. 6 refs. 


From the H6pital Saint-Joseph, Lyons, the authors 
describe a system of breathing exercises for emphysema- 
tous patients which is designed to reverse the natural 
respiratory process, that is, to make the expiratory effort 
active and inspiration passive (“‘ inverse respiration”). 
They claim that when such patients have learned to 
breathe in this way there is a general increase in their 
well-being. The exercises can be performed without 
fatigue and are especially useful in patients suffering 
from cor pulmonale. 

The results of blood gas studies are then reported. In 
2 normal subjects after 5 minutes of voluntary hyper- 


- ventilation the blood oxygen saturation rose by 1%, 


the carbon dioxide tension fell by 1:6 and 23 
mm. Hg respectively, and the pH rose by 0-04 and 
0-07 units respectively. In 5 emphysematous subjects 
after similar hyperventilation the oxygen saturation 
remained unchanged in 2 cases and increased by 1, 2, 
and 3% respectively in the other 3 cases. The C0; 
tension was unaltered in 2 cases and was reduced by 
less than 1 mm. Hg in 2 cases and by 1-7 mm. Hg in 
the fifth case. The blood pH showed no change. In 
10 emphysematous patients after 5 minutes of inverse 
respiration as described above the oxygen saturation rose 
by over 1% in 3 cases, by between 2 and 3% in 6 cases, 
and remained unchanged in only one. The CO> tension 
fell by less than 1 mm. Hg in 4 cases, by between | 
and 2 mm. Hg in 4 cases, and by over 2 mm. Hg in2 
cases. The blood pH rose by between 0-01 and 0-03 
units in 7 subjects and was unchanged in the other 3. 
The authors claim that these figures show the value of 
inverse respiration in relieving CO retention in emphyse- 
matous patients with cor pulmonale. G. M. Little 
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Otorhinolaryngology 


§38. The Changing Picture of Staphylococcic Infections 
in Otolaryngologic Practice 

C. J. HemInBeRG. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.] 68, 403-415, Oct., 1958. 
2 figs., 20 refs. 


The author points out that whereas formerly strepto- 
cocci predominated in infections of the upper respiratory 
tract, Staphylococcus aureus is now the most frequent— 
and often the only—causative organism. The usual 
mode of entry is through the skin, invasion of the blood 
stream resulting in either a fulminating septicaemia as 
severe as that caused by B-haemolytic streptococci or a 
prolonged localized infection with metastatic abscesses, 
especially of bone. In the author’s experience osteo- 
myelitis of the skull is becoming a more common oto- 
logical complication, especially in infants. A localized 
infection in the ear may itself give rise to secondary 
systemic infection through suppurative phlebitis, while 
acute staphylococcal pneumonia may arise by lymphatic 
spread or, particularly in the very young or very old, by 
direct inhalation. The particular danger of the develop- 
ment of resistant strains in hospitals owing to the inten- 
sive use of penicillin and, to a less extent, of other 
antibiotics and their spread through dust and carriers is 
discussed, and it is emphasized that in all cases of staphy- 
lococcal infection due to coagulase-positive strains the 
sensitivity of the organism to antibodies should be 
determined at the outset. It is also pointed out that 
although the risk of complications arising from the 
topical use of corticosteroids is negligible, their oral or 
parenteral administration for any length of time may 
cause severe—even fatal—susceptibility to intercurrent 
infection, particularly by staphylococci. 

The treatment of staphylococcal infections need not 
be limited to the antibiotics. Autogenous vaccines are 
sometimes helpful, while staphylococcal toxoid is 
often more effective, though its influence is limited to 
protection of the tissues against the necrotic action of 
the toxin, as also is that of antitoxin. Recent reports 
on the use of bacteriophage lysate and the supplementa- 
tion of antibiotics with y globulin have been encouraging, 
while good results have been obtained with a new sul- 
phonamide derivative, sulphaethidole. The furfural 
derivatives such as nitrofurantoin also deserve considera- 
tion. F. W. Watkyn-Thomas 


839. Repair of Tympanic Perforations 
J.F.O. MitcHett. Journal of Laryngology and Otology 
[J. Laryng.] 72, 724-732, Sept., 1958. 1 fig., 38 refs. 
The desirability of closing a persistent tympanic per- 
foration is discussed, and the literature on the various 
methods adopted is reviewed. A modification of the 
trichloracetic acid cautery technique is described in 
which 50°% trichloracetic acid is applied to the entire 
margin of the perforation and a small piece of gelatin 


sponge soaked in the patient’s blood (obtained by thumb 
prick or venepuncture) is carefully applied over the defect, 
to which it adheres without difficulty. A little dry wool 
is placed in the meatus, the patient being advised not to 
blow the nose for 48 hours. The gelatin sponge need 
not be removed: it migrates naturally to the meatal wall. 
The procedure was used in 50 cases, with healing of the 
perforation in 36—after a single treatment in 14, after 
two treatments in 6, and after repeated treatment 
(average 4-24 occasions) in 16. T. A. Clarke 


840. Lateral Sinus Thrombosis 

H. Kimmick and D. Myers. A.M.A. Archives of 
Otolaryngology [A.M.A. Arch. Otolaryng.] 68, 156-159, 
Aug., 1958. 1 ref. 


Lateral sinus thrombosis as a complication of chronic 
Otitis media occurs less frequently nowadays than before 
the advent of chemotherapy, but tends to take an atypical 
form. The use—or rather misuse—of sulphonamides 
and antibiotics produces an attenuated infection—a 
** cool process ’—with absence of acute symptoms, some 
degree of masking of the cardinal signs of complication, 
and a thriving colony of saprophytic organisms. ‘“‘ Un- 
realistic antibiotic therapy and lack of appreciation of 
the myringotomy are predisposing factors for the cases 
of sudden severe complications of smoldering mastoi- 
ditis’’. The present authors, reporting 3 cases seen at 
Temple University Medical Center, Philadelphia, advo- 
cate a return to radical surgery in the treatment of 
lateral sinus thrombosis, including ligation of the internal 
jugular vein as a routine measure before exploration of the 
sinus. They suggest that it is the responsibility of oto- 
logists to point out the dangers of the abuse of anti- 
biotics and the importance of myringotomy in the treat- 
ment of otitis media, and to ‘‘ keep their own index of 
suspicion high when evaluating the ‘chronic running 
F. W. Watkyn-Thomas 


841. The Surgical Correction of Aphagia following 
Bulbar Poliomyelitis 

B. BoreNKAMP. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.] 68, 165-172, Aug., 1958. 
12 figs., 7 refs. 


Inability to swallow is not uncommon in acute bulbar 
poliomyelitis, but in most cases it clears up spontaneously. 
The present author has observed permanent disability in 
only 5 cases out of 4,975 admissions for poliomyelitis at 
the Elizabeth Kenny Institute, Minneapolis, in the past 
7 years. The condition is due, he holds, to destruction 
of the parasympathetic supply to the cricopharyngeus 
muscle, with resulting spasm from the unopposed action 
of the sympathetic component, which is seldom injured 
in poliomyelitis. His remedy, which was effective in all 
5 cases, is excision of the cricopharyngeus muscle by a 
technique which is described. F. W. Watkyn-Thomas 
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842. A Comparison of Bacterial Counts of the Urine 
Obtained by Needle Aspiration of the Bladder, Catheteriza- 
tion and Midstream-voided Methods 

0. T. Monzon, E. M. Ory, H. L. Dosson, E. Carter, 
and E. M. Yow. New England Journal of Medicine 
[New Engl. J. Med.) 259, 764-767, Oct. 16,1958. 10refs. 


A brief review of the recent aids in the diagnosis of 
pyelonephritis is presented. The use of the suprapubic 
aspiration of the distended urinary bladder as a means of 
collecting specimens for comparative bacteriologic 
studies with those specimens obtained by catheterization 
and mid-stream-voided methods is described. A greater 
number of the patients studied had sterile aspirated urine 
cultures as compared to the number of sterile catheterized 
specimens. 

From these studies, it appears that most of the positive 
cultures from catheterized specimens having low colony 
counts represent urethral contamination.—[Authors’ 
summary.] 


843. The Mechanism of Proteinuria, and a Study of the 
Effects of Hormonal Therapy in the Nephrotic Syndrome 
F. Grecorre, C. MALMENDIER, and P. P. LAMBERT. 
American Journal of Medicine [Amer. J. Med.| 25, 
516-531, Oct., 1958. 7 figs., 36 refs. 


Loading experiments carried out at the Brugmann 
Hospital, Brussels, on normal subjects have shown that 
the renal threshold for albumin lies between 7-0 and 
7-3 g. per 100 ml. At a normal plasma albumin con- 
centration of 4 g. per 100 ml. the concentration of albu- 
min in the glomerular filtrate is 25 mg. per 100 ml. and 
all of it is reabsorbed by the tubules. Similar studies 
' are now reported in which 50 to 150 g. of albumin 
was given by intravenous infusion on 50 occasions to 
18 patients with albuminuria, of whom 4 suffered from 
amyloidosis, 10 from the nephrotic syndrome, and 4 
from chronic glomerulonephritis with marked nitrogen 
retention. The amount of albumin excreted (UV,) 
was related to the plasma concentration (P,) over a 
wide range of plasma albumin levels by varying the rate 
of albumin infusion. 

The primary disorder was shown to be an increased 
glomerular permeability to albumin. There was also 
a contributory decrease in tubular reabsorption. In 
9 of the patients, among whom were all those with 
chronic nephritis and renal failure, the relationship 
between UV, and P, was linear over the entire range of 
plasma albumin levels. In the remaining 9 patients 
UV, rose more steeply with P, when the plasma albumin 
levels were high. It is thought unlikely that this could 
be due to the ability of some nephrons to reabsorb 
albumin except at high P, levels, for their reabsorptive 
capacity would then be considerably greater than normal. 
The probable explanation is that large amounts of albu- 


Urogenital System 


min cause an increase in glomerular permeability by 
expanding the plasma volume, and that the tubular 
capacity to reabsorb albumin decreases in the course of 
the experiment. 

As it is known that steroid hormones or ACTH induce 
a diuresis in about 60°% of patients with nephrosis and 
may reduce albuminuria, albumin loading studies were 
carried out after treatment with ACTH or prednisone 
on 3 patients with nephrosis and 4 with amyloidosis. In 
3 of the 4 latter there was no clinical improvement, but 
2 of these patients showed a decrease in glomerular 
permeability. In 2 of the 3 patients with nephrosis a 
decrease in the slope of the UV,/P, curve or dis- 
appearance of albuminuria was associated with diuresis, 
and was thought to result from a decrease in glomerular 
permeability. A slight increase in albumin threshold 
or an increase in albumin reabsorption due to tubular 
improvement occurred in a few patients who did not 
improve. David Phear 


844. Anabolic Steroids in Treatment of Uraemia 
S. Giorup and J. H. THAYsEN. Lancet [Lancet] 2, 886- 
887, Oct. 25, 1958. 1 fig. 


Hitherto no clinically useful anabolic agents have been 
available for the treatment of uraemia, for testosterone 
has limited anabolic activity and excessive virilizing 
effects. However, the recently introduced synthetic 
19-nor-steroids 17-a-ethyl-19-nortestosterone (norethan- 
drolone; /*nilevar”) and 19-nortestosterone-17-6- 
phenyl-propionate (nordrotone; durabolin have the 
advantage that they possess a powerful anabolic action 
while causing minimal side-effects. Their use in 10 
cases of chronic and one of subacute renal failure is here 
described from Rigshospitalet, Copenhagen. 

Appetite increased in all the patients, but in no case 
did the increased protein intake cause a rise in the blood 
urea and non-protein nitrogen levels; indeed there was 
usually an initial decrease in the degree of ‘* biochemical 
uraemia”’. Body weight rose as a result of increase in 
muscle bulk, and the clinical condition improved. Nile- 
var in a dosage of 50 to 100 mg. was given by mouth 
daily in divided doses, and durabolin in a dosage of 
50 mg. once weekly by intramuscular injection. No 
significant virilizing effects were observed, but nilevar 
produced severe withdrawal bleeding in one case by its 
progesterone-like activity. 

These drugs, by breaking the vicious circle of pro- 
gressive uraemic intoxication leading to increasing 
cachexia, are useful in delaying deterioration in patients 
with chronic uraemia, though the eventual prognosis 
depends on the possibility of effective treatment of the 
underlying renal disease. They were also found to slow 
the development of biochemical uraemia in acute renal 
failure. David Phear 
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THYROID GLAND 


845. The Treatment of Hashimoto’s Disease. (K nompocy 
0 CTpyMbI 
V. P. Kisaéko. podsemet u 


monwomepanuu [Probl. Endokr. Gormonoter.| 4, 89- 
91, No. 5, Sept.—-Oct., 1958. 17 refs. 


The treatment of chronic lymphomatous thyroiditis 
(Hashimoto’s disease) has generally been considered to 
be operative. Radiotherapy has been advocated by Joll 
as a preliminary measure, while Fuur and Crile re- 
commend steroid (cortisone or ACTH) therapy and 
Wasserman and Vickery prolonged courses of thyroid. 

The present author describes the case of a woman aged 
52 who responded so well to thyroidin in a dosage of 
01 g. twice daily that the goitre and symptoms dis- 
appeared entirely, rendering surgical intervention un- 
necessary. In this patient the disease was complicated 
by severe hypertension and atherosclerotic cardiac 
changes, but the treatment was maintained, with short 
intervals of interruption, for 4 years. . The enlargement 
of the thyroid gland had been present for a year before 
treatment, while symptoms of pressure on the upper 
respiratory tract had existed for 3 months. 

L. Firman-Edwards 


846. Comparison of the Metabolic Effects of Different 
Thyroid Preparations 

L. H. Kye, J. J. CANARY, R. J. Meyer, and F. P. Pac. 
Journal of Clinical Endocrinology and Metabolism [J. 
clin. Endocr.) 18, 950-965, Sept., 1958. 10 figs., 26 refs. 


Although many studies, based mainly on clinical 
appraisal and on the results of estimations of the basal 
metabolic rate (B.M.R.), have shown a close similarity 
between the actions of triiodothyronine (T3) and thy- 
toxine (T4), there is a current impression that their action 
differs from that of desiccated thyroid. The authors 
suggest however, that the rapid increase in nitrogen 
excretion following administration of desiccated thyroid 
and the prompt cessation of this catabolic effect when the 
drug is withdrawn are inconsistent with the view that 
desiccated thyroid is slow to act and prolonged in its 
action. In order to examine this problem further they 
have studied, at Georgetown University Medical Center, 
Washington, D.C.., the effects of single, large, comparable 
doses of T3, T4, and desiccated thyroid on 6 patients with 
primary thyroid failure and 2 other obese but euthyroid 
Patients. The rapidity, degree, and duration of the 
Metabolic response was gauged by clinical appraisal, 
estimation of the B.M.R., and determination of the 
serum protein-bound iodine (P.B.I.) and cholesterol 
levels, particular attention being paid to the nitrogen 
balance. 

All 3 compounds produced some change in the nitro- 
gen balance within 1 or 2 days, while the duration of 


increased nitrogen excretion was 10 to 11 days with 
desiccated thyroid and 8 to 9 days with T3; and Ty. 
Even when desiccated thyroid was given to euthyroid or 
myxoedematous subjects in relatively small and con- 
tinuous dosage (30 to 120 mg. per day) there was an 
immediate effect, and in the euthyroid subjects a rapid 
termination of the metabolic effect when treatment was 
stopped. It was found that increase in the serum P.B.I. 
level was a poor index of calorigenic response, T3 
producing little or no increase in this level, whereas Ts 
produced an exaggerated response. On the other hand 
desiccated thyroid caused an increase in the P.B.I. level 
which accorded better with the total pattern of the 
response, a finding which suggests that the active com- 
ponents of desiccated thyroid represent a combination of 
Ts and T3. Increase in the heart rate appeared to be a 
sensitive and reproducible index of metabolic stimulation, 
and in this respect the response to all 3 thyroid prepara- 
tions was similar. 

Summing up, the authors conclude that there is a 
marked similarity in response to equivalent doses of tri- 
iodothyronine, thyroxine, and desiccated thyroid and that | 
any differences observed were more pronounced between 
patients than between compounds. D. G. Adamson 


847. .The Immediate Uptake of Radioactive Iodine as a 
Test of Thyroid Function ; 

H. E. A. Farran. British Medical Journal (Brit. med. - 
J.] 2, 1060-1062, Nov. 1, 1958. 4 figs., 8 refs. 


From New End Hospital, London, the author describes 
a modification of the usual method of assessing thyroid 
function (that is, by measuring the avidity of the thyroid 
gland for radioactive iodine or 1321)), which 
provides a rapid result and, as an extremely small dose 
of radioactivity is used, permits serial tests to assess 
the response to antithyroid treatment to be carried out 
safely and at relatively short intervals, especially if the 
isotope 132[, with its shorter half-life than 131I, is em- 
ployed. Four scintillation counters are arranged sym- 
metrically around the neck of the seated patient at the 
level of the thyroid, opposing counters being 20 cm. 
apart, and the combined counting rates are recorded 
continuously by a pen on a moving strip. After the 
background count has been measured 3 to 5 yc. of either 
131] or 132[ is injected intravenously and the uptake 
recorded continuously or, if need be, intermittently for 
30 minutes. 

It has been shown that if the radioactivity in the thyroid 
is plotted against the square root of time in minutes a 
straight line results. If the results of the present method 
are so plotted an arbitrary factor of thyroid activity “S” 


can be deduced from the formula: 5 where 


C2s is the counting rate 25 minutes after the injection 
and Co is the theoretical rate at zero time obtained by 
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the extrapolation of the straight line plotted from all the 
results. 

Tests performed on 357 patients, 100 of whom had 
hyperthyroidism as shown by clinical and usually also by 
laboratory findings, showed that in about 90°% of cases 
the results indicated a clear separation between thyro- 
toxic and euthyroid patients—a figure comparable to the 
results obtained with other methods based on the 
measurement of thyroid uptake of iodine. In 50 of these 
cases the urinary radioactivity was also measured and 
the T factor of Fraser et al. (Quart. J. Med., 1953, 22, 
99; Abstr. Wld Med., 1953, 14, 232) calculated. This 
confirmed the discriminating power of the S factor. It is 
pointed out, however, that the severity of the hyper- 
thyroidism cannot be inferred from the results of this 
rapid test. Sufficient experience of the use of the test 
has not yet been accumulated to permit of assessment of 
its value in the diagnosis of hypothyroidism. 

H.-J. B. Galbraith 


848. The Study of Thyroid Function with Radioactive 
Iodine. Clinical Value of Serial Determinations of the 
Ratio of Distribution of !3'I between the Erythrocytes and 
the Plasma. (Sur |’étude de la fonction thyroidienne par 
Viode radioactif. Intérét clinique de la mesure répétée 
du, rapport de partage de I’I!3! entre les globules sanguins 
et le plasma) 

J. Decourt, R. A. GuERIN, M. T. Guerin, G. SAUCIER, 
and J. P. MICHARD. Presse médicale [Presse méd.] 66, 
1723-1725, Nov. 5, 1958. 9 refs. 


This paper from the H6pital de la Pitié, Paris, reports 
a study of the relationship between thyroid function and 
the ratio between radioactivity in the erythrocytes and 
that in the plasma (the E:P ratio) after administration of 
radioactive iodine (13!]), the test being based on the known 
fact that iodide enters erythrocytes while thyroxine 
remains wholly in plasma. After the injection of 100 to 
130 yc. of 1311 10-ml. samples of blood were withdrawn 
into heparinized tubes 3, 24, 48, and 72 hours later, the 
erythrocytes and plasma separated by centrifugation, 
and their radioactivity measured by scintillation counter. 
Thyroid uptake of 13!I was also determined at 3, 6, 24, 
and 72 hours. 

The mean results for normal subjects and 119 patients 
divided into clinical categories are tabulated. In 14 
normal subjects the E:P ratio was about 0-6 at 3 hours, 
falling to 0-3 at 48 hours; it was also 0-6 at 3 hours in 
10 cases of simple goitre and in 19 patients with iodine 
deficiency, but fell to values slightly lower than normal 
at 24 and 48 hours. Over the same period the ratio 
fell from 0-4 to 0-04 in 31 cases of typical Graves’s 
disease, and behaved similarly in 8 cases of goitre with 
predominant eye signs; however, in 6 cases of hyper- 
thyroidism without goitre or exophthalmos the ratio fell 
only from 0-6 to 0-2. In contrast, in 23 cases of myx- 
oedema, whether primary or of pituitary origin, the 
E:P ratio remained at about 0-6 at all times, and the 
findings were similar in 7 cases of anorexia nervosa. Ina 
case of anxiety neurosis with raised basal metabolic rate 
the E:P ratio was normal. 

The authors suggest that the E:P ratio provides a 
better measure of thyroid hormone production than does 
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rate of uptake of 13!I by the gland, but that significant 
results are obtained only when the ratio is measured 
repeatedly (they suggest at 3, 24, and 48 hours) and then 
compared both with the thyroid uptake of 131] and with 
the clinical findings. K. E. Halnan 


849. Effect of Fluorine on Thyroidal Iodine Metabolism 
in Hyperthyroidism 

P. M. GA.tetti and G. Joyet. Journal of Clinical 
Endocrinology and Metabolism [J. clin. Endocr.] 18, 
1102-1110, Oct., 1958. 2 figs., 27 refs. 


Although it has not been possible to show in man any 
significant alteration of thyroid function following the 
administration of small doses of fluorine over long periods 
of time, large doses do appear to reduce thyroid activity, 
as measured in the usual way. As there are conflicting 
views on the effect of fluorine on the thyroid gland, the 
present study was undertaken at the Kantonspital, 
Zirich, on patients suffering from hyperthyroidism, since 
in this state the gland is particularly sensitive. To 15 
such patients doses of 2 to 10 mg. of fluorine as sodium 
fluoride was given orally daily for periods varying from 
20 to 245 days and the basal metabolic rate (B.M.R.) and 
plasma protein-bound iodine (P.B.I.) level determined 
before and after therapy. In 10 cases the action of the 
fluorine was checked by repeated tests with radioactive 
iodine (1311), while 4 patients received 20 mg. of fluoride 
intravenously together with 10 to 50 yc. of carrier-free 
131] one week after a dose of 131I alone in order “ to test 
the possibility of a mass-action effect due to a high level 
of plasma fluorine ”’. 

The serum P.B.I. level fell significantly in 9 of the 
patients and the B.M.R. in 7, but in only 6 cases were 
the symptoms of hyperthyroidism relieved. In 7 of the 
10 subjected to uptake tests with 13!I an inhibitory effect 
on uptake was observed, which usually appeared after 
40:to 50 days and was not necessarily associated with 
relief of symptoms. When the fluoride was given to- 
gether with 131] no inhibition of thyroidal iodine uptake 
was seen, while studies with radioactive fluorine failed to 
demonstrate any appreciable accumulation of the halogen 
in the thyroid gland. 

It is concluded that when there is an adequate iodine 
pool in the blood fluorine does not impair the capacity 
of the thyroid gland to synthesize hormone, but should 
this pool be low there may be inhibition of its iodine 
concentrating capacity and this could be the factor 
which reduces hormone synthesis and thus produces a 
therapeutic effect. B. M. Ansell 


850. Treatment of Eight Cases of Hyperthyroidism with 
Cobaltous Chloride 

E. PIMENTEL-MALAUSSENA, M. Rocue, and M. LAyRISSE. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 167, 1719-1722, Aug. 2, 1958. 4 figs., 6 refs. 


The authors report the results of administration by 
mouth of cobaltous chloride in a 1% solution to 8 
patients with hyperthyroidism at the Hospital Vargas, 
Caracas, Venezuela. There were no side-effects in 4 
cases; in the remainder epigastric pain, burning, and 
nausea made it necessary to modify the initial daily 
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dosage Of 300 mg., which, however, could be resumed 
after a week or two without further trouble. (In one 
case, not included in this series, treatment had to be 
discontinued because of intolerance.) 

In 5 cases there was clear-cut evidence of remission of 
symptoms and laboratory evidence of blocking of synthesis — 
of thyroid hormone. Thyroidectomy was performed in 
3of these without any other antithyroid therapy. Histo- 
jogical examination of the thyroid glands removed 
showed marked hyperplasia of follicular tissue with a 
high columnar, infolded epithelium. The sparse colloid 
contained abundant vacuoles. This appearance was 
similar to that in patients treated with antithyroid drugs 
of the thiouracil type. In the fourth case the initial 
improvement was not maintained and Lugol’s solution 
was given before thyroidectomy was performed. In the 
fifth case operation was refused, but the patient was 
satisfactorily maintained on cobaltous chloride for 117 
days, there being no return of symptoms after treatment 
was discontinued; the patient died 2 months later from 
acerebrovascular accident. 

In 3 cases the cobaltous chloride had no effect; 2 of 
these responded to treatment with methimazole, but the 
third was resistant to methimazole and potassium per- 
chlorate, the hyperthyroidism being later controlled with 
radioactive iodine. 

The blood haemoglobin level and erythrocyte count 
rose in the 5 patients who responded to cobaltous chloride 
therapy and in one of the unresponsive patients who was 
given ferrous sulphate simultaneously. There was no 
haematological response in the remaining 2 patients, 
indicating that in these cases cobalt was not absorbed in 
sufficient quantity to reach either the thyroid gland or the 
bone marrow. 

The authors consider that cobalt is capable of blocking 
thyroid hormone synthesis in hyperfunctioning as well 
as normal thyroid glands, but its action is unpredictable. 
They recommend further therapeutic trials. 

J. Warwick Buckler 


851. The Physiological Activity of D-Thyroxine 

R. Greene and H. E. A. FARRAN. British Medical 
Journal (Brit. med. J.] 2, 1057-1060, Nov. 1, 1958. 
5 figs., 11 refs. 


There is some evidence that although pD-thyroxine is 
very much less potent (about one-tenth) as a stimulator 
of metabolic processes than L-thyroxine, it is almost 
half as effective in depressing the production of thyro- 
trophic hormone (T.S.H.). A comparative clinical 
study of these two isomers of thyroxine in the treatment 
of 8 cases of hypothyroidism at New End Hospital, 
London, suggested that they have a potency ratio ranging 
between 10:1 and 50:1. Contrary to reports by previ- 
ous workers the serum cholesterol level did not remain 
high after treatment with p-thyroxine had rendered the 
Patient clinically euthyroid. Relatively low doses of 
D-thyroxine (0-25 to 1 mg. daily) suppressed the uptake 
of radioactive iodine by the thyroid gland in 3 out of 4 
euthyroid subjects and in all of 6 hyperthyroid patients. 
In 2 of the latter a daily dose of 1 mg. of p-thyroxine 
apparently rendered them euthyroid, but failed to 
bring about any improvement in the exophthalmos, 
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although in one of the 2 patients pretibial myxoedema 
disappeared coincidentally with the remission of hyper- 
thyroidism. Two patients in whom 1 mg. of p-thyroxine 
daily suppressed iodine uptake failed to respond similarly 
to L-thyroxine in doses of 0-3 and 0-2 mg. daily 
respectively. 

In a third experiment a tracer dose of radioactive 
iodine (1311) was given to 12 thyrotoxic subjects and 48 
hours later treatment with carbimazole, 20 mg. 8-hourly, 
was begun in order to block further organic combination 
of iodide. The decay rate of 13!I in the thyroid gland 
was then estimated twice daily by surface counting. 
After a few days the effect of the addition of 1 mg. of 
b-thyroxine daily on the rate of decay was observed. In 
5 patients, who had no clinical feature distinguishing 
them from the other 7, a reduction in the rate of dis- 
charge of 131] from the gland occurred, suggesting that 
the production of T.S.H. had been suppressed. 

The authors conclude that these findings confirm pre- 
vious evidence that p-thyroxine is at least 10 times less 
potent in its effect on tissue metabolism than L-thyroxine. 
They are inclined to doubt the possible inference from 
their results that D-thyroxine has a suppressive effect on 
the production of T.S.H. which is out of proportion to its 
metabolic effects. The failure to produce any reduction 
in exophthalmos, even in those cases showing other signs 
of pituitary depression, provides further evidence against 
the simple view that exophthalmos is due to excessive 
thyrotrophic activity. H.-J. B. Galbraith 
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852. The Use of ACTH in the Diagnosis of Addison’s 
Disease 

B. D. Stacy. Medical Journal of Australia (Med. J. 
Aust.] 2, 482-487, Oct. 11, 1958. 2 figs., 33 refs. 


The diagnosis of Addison’s disease is in some cases 
difficult to establish by the usual clinical and biochemical 
methods, but recently diagnostic tests of adrenal failure 
based on the effect of ACTH (corticotrophin) on the 
excretion of urinary steroids have been introduced. The 
author’s experience with an intravenous ACTH test in 
which the urinary 17-hydroxycorticosteroid (17-OHCS) 
excretion and urinary sodium: potassium ratio were 
estimated before and after administration of ACTH is 
here reported from the Kanematsu Institute of Pathology, 
Sydney Hospital, Australia. 

Of 15 patients with a clinical picture suggestive of 
Addison’s disease (3 of them investigated for only a 
single day), 4 showed no rise in 17-OHCS excretion 
after the intravenous infusion of 40 units of ACTH and 
no change in the urinary sodium:potassium ratio. In 
11 normal subjects the average increase ‘in 17-OHCS - 
excretion was 20 mg. per 24 hours and the mean sodium: 
potassium ratio fell from 3-0 to 1-1. There was thus a 
clear distinction between the responses to ACTH of the 
normal subjects and those with Addison’s disease. 
The 17-OHCS excretion proved a much more sensitive 
and reliable index of adrenal activity than the 17-keto- 
steroid excretion. 
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This ACTH test proved particularly valuable in a 
patient known to have amyloidosis and chronic nephritis 
who had progressive pigmentation and a low blood 
pressure, suggesting that there was adrenal failure in 
addition, but in whom tests of water and salt excretion 
could not be used because of renal failure. The 17- 
OHCS excretion did not rise after infusion of ACTH 
and at necropsy some months later the presence of 
adrenal amyloidosis was confirmed. 

The author’s findings and those of other workers are 
discussed at considerable length. It is noted that 
physiological doses of steroid hormones do not prevent 
the normal adrenal response to ACTH, though a response 
may not be evident until the third day of treatment. The 
urinary sodium: potassium ratio, which is affected more 
rapidly, gives a good indication in most cases as to 
whether the ACTH test should be continued for more 
than one day. In this series the effect on the eosinophil 
count was inconstant, less than half of the normal 
subjects showing a fall of 80°% or more after the first 
injection of ACTH. The test was found to be a more 
reliable index of adrenal failure than the Kepler—Robin- 
son—Power water excretion test. David Phear 


853. The Occurrence of Allergic Disease in Patients 
with Cushing’s Syndrome 

H. M. Carryer and A. W. MiLter. Journal of Allergy 
[J. Allergy] 29, 485-492, Nov.—Dec., 1958. 15 refs. 


An investigation at the Mayo Clinic of 101 patients 
with Cushing’s syndrome revealed that 8 of them 
either had a history of allergy or had allergic disease. 
Of these, 6 manifested allergic reactions to various 
drugs and 2 suffered from allergic rhinitis and bronchial 
asthma. In these last 2 it was observed that the 
allergic disorder had been active before Cushing’s 
syndrome developed, and that it was much improved 
- during its presence and became active again after sur- 
gical treatment consisting in extirpation of much or all 
of the adrenocortical tissue. It would appear that drug 
allergy may occur in patients suffering from either exces- 
sive or deficient adrenocortical function, while nasal 
allergy and bronchial asthma may be ameliorated during 
an active phase of Cushing’s syndrome. 

H. Herxheimer 


854. The Adrenocortical Inhibition Test with 9-a- 
Fluoro-4;-cortisol. A Critical Study. (L’épreuve de 
freination cortico-surrénale réalisée par le 9-c-fluoro-4;- 
cortisol. Etude critique) 

L. pe Gennes, H. Bricaire, L. Moreau, and B. M. DE 
Fossey. Presse médicale [Presse méd.] 66, 1785-1786, 
Nov. 15, 1958. 9 refs. 


The aetiology of Cushing’s syndrome is chit investi- 
gated by means of tests based on the dependence of the 
adrenal cortex on pituitary secretion of corticotrophin 
(ACTH), those most often used being the Thorn test 
(involving stimulation of the adrenal cortex by the injec- 
tion of ACTH) and tests involving the inhibition of 
ACTH secretion by the administration of steroids, 
especially the synthetic ones. It is generally considered 
that in cases of Cushing’s syndrome due to adreno- 
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cortical hyperplasia adrenal function is increased by the 
former and diminished by the latter procedure, while jp 
those due to a tumour it is not affected by either. 

The present authors have carried out tests of the latter 
type with 9-c-fluoro-4;-cortisol, the effect on adrenal 
function being determined by studying the 24-hour uf. 
nary excretion of 17-hydroxycorticoids and 17-keto. 
steroids, on 4 normal control subjects, 7 patients with 
minor hypercorticism” (a syndrome of obesity, hir. 
suties, and increased steroid excretion without the meta. 
bolic changes of the true Cushing’s syndrome), and 3 
patients with Cushing’s syndrome who were subsequently 
shown at operation to have adrenal hyperplasia. Quanti- 
tative estimations of steroid excretion were made before 
the test, during the administration of the drug, and after 
its withdrawal. The dosage for the control subjects was 
2 mg. daily, for the patients. with minor hypercorticism 
2 to 4 mg. daily, and for the patients with Cushing's 
syndrome 4 to 6 mg. daily. In the first two groups the 
excretion of both 17-hydroxycorticoids and 17-keto- 
steroids was decreased almost to nil, but in only one of 
the cases of Cushing’s syndrome was such a result 
achieved despite the high dosage given. 

The authors therefore consider that this type of test 
is of limited value in determining the aetiology of Cush- 
ing’s syndrome. When a definitely positive result is 
obtained the presence of cortical hyperplasia is prob- 
able, but a negative result does not permit any conclusions 
to be drawn. Allene Scott 


GENITAL GLANDS 


855. Sex Hormone Replacement in the Aged: 1. Psy- 
chological and Medical Evaluation of Administration of 
Androgen-Estrogen and of Androgen—Estrogen Combined 
with Reserpine 

J. D. Pauker, T. Kuerm, I. N. MENsH, and W. B. 
Kountz. Journal of Gerontology v. Geront.] 13, 389- 
397, Oct., 1958. 15 refs. 


An investigation is reported from Washington Univer- 
sity School of Medicine, St. Louis, of the effects of ad- 
ministration of sex hormones to the aged. A total of 
105 patients of both sexes, aged about 70 years, were 
originally selected for study, but for various reasons 4 
were subsequently omitted, leaving 62 in whom the 
results were assessed. None of the patients was acutely 
ill; most of them were suffering from some form of 
cardiovascular disease or arthritis. The patients wert 
divided into three treatment groups as follows: (1) 2 
patients receiving ethinyl oestradiol (0-02 mg. a day) 
combined with methyltestosterone (5 mg. a day); (2) 16 
patients given hormone treatment as in Group 1 together 
with 0-2 mg. of reserpine daily; and (3) 24 patients given 
a placebo. The patients were examined clinically once 
month and routine laboratory tests were carried out at 
intervals. Administration of the drugs was continued 
for 5 months, at the end of which extensive psychological 
tests were carried out, these being repeated after a } 
month withdrawal period. During the treatment period 
6 further patients were lost to the trial. 
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Medically, the hormone-treated group benefited on 
the whole, especially during the first 3 months. After 
this time, the general tonic effects usually diminished and 
some undesirable reactions were observed, especially in 
patients receiving hormones combined with reserpine, a 
combination which the authors do not recommend. 
Psychologically, however, no significant difference was 
observed between the hormone-treated and the control 
groups. This, the authors state, may have been due, in 
part at least, to the fact that the tests were conducted at 
the end of the 5-month period, when the beneficial effect 
was past its peak. Nancy Gough 


DIABETES MELLITUS 


856. Diabetic Retinopathy and Cyanocobalamin (Vita- 
min B;>). A Preliminary Report 

A. J. CAMERON and G. J. AHERN. British Journal of 
Ophthalmology [Brit. J. Ophthal.) 42, 686-693, Nov., 
1958. 2 figs., 12 refs. 


Reports from the literature are quoted which show that 
healthy subjects and patients with uncomplicated diabetes 
“handle their vitamin B,2 [cyanocobalamin] quite 
differently ’’ from diabetics with neuropathy and retino- 
pathy. This finding led the authors to study the effect 
of large doses of vitamin B;2 in 10 diabetics with retino- 
pathy. The drug was given in a dosage of 1,000 yg. 
daily, and after 14 days improvement was noted in 3 of 
the patients. 

[The evidence seems to suggest that these diabetics 
were unable to utilize vitamin B,2, since the serum level 
and excretion rate were well above normal. The 
benefit of giving them the vitamin in excess is, therefore, 
theoretically doubtful.] A. Lister 


857. The Relationship between Insulin Responsiveness 
and Blood Glucose Half-life in Normal and Diabetic 


N. HELLER, N. KALANT, and M. M. HorFrMAN. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.] 
52, 394-401, Sept., 1958. 4 figs., 19 refs. 


It is often desirable to know a patient’s response both 
to a carbohydrate load and to the administration of 
insulin. These are usually determined separately, but in 
this paper from the Jewish General Hospital and McGill 
University, Montreal, a combined test of glucose toler- 
ance and insulin responsiveness is described which is 
based on the measurement of the fractional rate of dis- 
appearance of glucose from the blood after intravenous 
injection, the results being expressed in terms of half-time 
(4). [For details of the procedure and the method of 
calculating t4 the original paper should be consulted.] 

In a control group of 50 healthy subjects t4 before the 
administration of insulin ranged from 20 to 85 minutes, 
the mean value being 4418 minutes. After the injec- 
tion of insulin t} ranged from 5 to 35 minutes (mean 
+6 minutes), its value being independent of the value 
obtained initially. The decrease in glucose tolerance in 
diabetes was reflected in increased initial values of t4, 
Which ranged from 80 to 250 minutes in 36 diabetic 
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patients; the greater the abnormality, the less able was 
a standard dose of insulin to reduce the value to normal 
levels. H. Lehmann 


858. Hypoglycaemia and MHyperinsulinism. [Review 
Article] 

W.R. CAMPBELL. Canadian Medical Association Journal 
[Canad. med. Ass. J.| 79, 760-767, Nov. 1, 1958. 34 refs. 


859. Action of Insulin and Tolbutamide on Blood Glu- 
cose Entry and Removal 

G. Jacoss, G. REICHARD, E. H. GoopMan, B. FRrRIeEpD- 
MANN, and S. WrINHOUSE. Diabetes [Diabetes] 7, 358- 
364, Sept.—Oct., 1958. 6 figs., 34 refs. 


The effect of insulin and of tolbutamide on the rate of 
entry and removal of glucose from the blood was studied, 
the glucose level and specific gravity of blood being deter- 
mined after intravenous injection of a dose of glucose 
labelled with radioactive carbon (14C) before and after 
administration of insulin or tolbutamide. Of the 30 
middle-aged and elderly patients included in the trial, 
17 were non-diabetics and 13 were diabetics who were 
responsive to insulin or tolbutamide. They were fasted 
for 14 hours before the trial, the diabetics receiving no 
insulin for 48 hours before. An amount of !4C-labelled 
glucose equivalent to 100 microcuries was dissolved in 
10 ml. of sterile water and injected into an arm vein, 3 
samples of blood being removed from a vein in the other 
arm at about 15-minute intervals. After the 45-minute 
sample was removed glucagon-free insulin was rapidly 
injected intravenously through the same needle or tolbu- 
tamide injected intramuscularly. Blood samples were 
then taken, usually at 5-minute intervals for 20 minutes 
and then at 10-minute intervals for 14 hours. 

From the values obtained it was.pdssible to calculate 
the rate of turnover of glucose in the blood. Before 
administration of insulin or tolbutamide there was a 
constant rate of replacement of blood glucose and the 
turnover rates were as high in the diabetics as in the 
healthy subjects. After insulin injection the rate of 
glucose entry into the blood was reduced and the 
removal rate increased. After intramuscular injection 
of tolbutamide glucose entry was reduced but the 
removal rate was unaffected. The action of tolbutamide 
was similar to that of insulin given subcutaneously, sug- 
gesting that tolbutamide acts by stimulating the secretion 
of insulin. John Lister 


860. The Behaviour of the Renal Threshold for Sugar 
in Non-complicated and in Complicated Diabetes. 
(Prég nerkowy dla cukru w cukrzycy niepowiklanej i 
powiklanej) 

T. BoGDANIK. Polski Tygodnik Lekarski (Pol. Tyg. lek.} 
43, 1569-1575, Oct. 13, 1958. 3 figs., 29 refs. 


In 14 healthy subjects and 45 diabetic patients studied 
at the Third Clinic for Internal Diseases of the Academy 
of Medicine of Wroclaw, Poland, the maximum renal 
threshold for sugar and the maximum reabsorption of 
sugar in the renal tubules (T,,g) were determined by the 
exogenous creatinine clearance technique. The results 
were found to be affected by many factors such as age, 
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sex, weight, glomerular filtration rate, and blood sugar 
level. However, in all of 22 cases of uncomplicated 
diabetes both the renal threshold and T,,, were increased 
above the control levels. The remaining 23 patients had 
diabetes with complications and could be subdivided into 
two groups: (1) 18 patients in whom the renal threshold 
and T,,g were markedly increased; 10 of these were in 
ketosis, 6 were in diabetic coma, and 2 had uraemic 
nephritis; and (2) 5 patients who gave low values for the 
renal threshold and T,,,, 2 of whom were suffering from 
acromegaly, 2 from steroid diabetes and Cushing’s syn- 
drome, and one from generalized atheromatosis. 

Water excretion tests were also carried out on 22 of the 
diabetic patients to study the mechanism regulating the 
renal threshold for sugar. In 16 cases a decrease in the 
renal threshold was noted during the test, coinciding 
with a temporary increase in the glomerular filtration 


rate. In the remaining 6 there was no change. 
A. I. Suchett-Kaye 
861. The Mechanism of the Hypoglycaemic Effect of 


the Sulphonamides. (O mexaHu3me 
joulero 
S. G. Genes. u Topmo- 


Homepanuu [Probl. Endokr. Gormonoter.| 4, 3-14, 
No. 5, Sept.—Oct., 1958. Bibliography. 


The hypoglycaemic effect of certain sulphonamide 
compounds is now fully established, but their mode of 
action is not fully determined. Experiments have shown 
that this action can take place only in the presence of 
insulin, endogenous or exogenous, the sulphonamides by 
themselves being ineffective in completely depancreatized 
animals and those suffering from severe alloxan diabetes. 
However, in such animals, as in severe diabetes of any 
kind, they can potentiate the action of administered 
insulin to such an extent as to reduce its requirement to 

_between 25 and 50°% of that needed when insulin alone 
is employed. 

Three possible mechanisms of their action have been 
suggested: (1) suppression of the production of gluca- 
gon; (2) stimulation of the 8 cells of the islet tissue to 
secrete more insulin; and (3) suppression of the destruc- 
tion of insulin by insulinase, or of the activity of glucose- 
6-phosphatase. While some observers have described 
degenerative changes in the pancreatic « cells after the 
prolonged use of sulphonamides, the weight of present 
evidence appears to be against the view that the hypo- 
glycaemic effect is primarily due to such action on these 
cells. There is no doubt that the f cells of the pancreas 
are stimulated by these compounds, but on the other 
hand it is not sufficient merely to show that such stimu- 
lation takes place, since this does not explain the adju- 
vant effect of the sulphonamides in reducing the 
amount of insulin required to stabilize depancreatized 
and severely alloxan-diabetic animals, in which the 8 
cells are absent or destroyed. The conclusion is there- 
fore that although this stimulating effect is partly respon- 
sible for the hypoglycaemic effect a further factor must 
be recognized, namely, one which potentiates the hypo- 
glycaemic effect of insulin by suppressing its destruction 
by insulinase or by inhibiting the action of glucose-6- 
phosphatase. The results of experiments on the inhibi- 
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tion of this phosphatase are conflicting; furthermore, any 
such action as has been observed develops only after 
several hours, whereas the hypoglycaemic effect of the 
sulphonamides appears within 30 minutes. 

The author concludes his very exhaustive survey [there 
are in all 69 references] by regarding the action of these 
substances as being of a twofold character: (1) stimula 
tion of the secretion of insulin by the pancreas and 
potentiation of its action, and (2) a hitherto undeter. 
mined action upon the enzymes of the liver. He strongly 
advocates the use of “ butamid” (tolbutamide) as q 
means of decreasing the high dosage of insulin required 
in severe diabetes. L. Firman-Edwards 


862. Phenethyl-, Amyl, and isoAmylbiguanide in the 
Treatment of Diabetes Mellitus 


D. ODELL, D. C. TANNER, D. F. STEINER, and R. H. 


A.M.A. Archives of Internal Medicine 
[A.M.A. Arch, intern. Med.| 102, 520-526, Oct., 1958, 
4 figs., 11 refs. 


An investigation of the effects of three biguanide 
compounds in the treatment of diabetes is reported 
from the University of Washington School of Medicine, 
Seattle. The 61 patients studied were of various ages 
and had various types of diabetes; some had previously 
been treated with insulin and some had not. The 
biguanides were given by mouth 2 to 4 times a day, 
the dose ranging from 50 to 900 mg. daily. Insulin was 
withheld altogether in cases of mild diabetes and the 
dosage reduced gradually in cases of juvenile and severe 
adult diabetes. 

In 32 cases a good response was obtained, that is, 
either a fall of 30°% or more in the fasting blood sugar 
level and of. at least 50°% in the glycosuria or a reduc- 
tion in insulin requirements by 30°%% or more. The other 
29 patients showed little or no response. The response 
to the biguanides was not related to the age of the 
patient or the duration of the diabetes, but was inversely 
related to the dose of insulin necessary for control; all 
patients requiring a daily dose of 10 units of insulin or less 
responded well to the drugs. 

Side-effects were observed in about 60°% of cases and 
fell into two groups—early effects, consisting in anorexia, 
nausea, and vomiting, and late effects, lasting for a month 
or more after treatment and characterized by weight loss, 
weakness, and lethargy. In all cases the side-effects 
responded to withdrawal of the drug (which was neces 
sary in 20 cases) or decrease in dosage, and there was no 
evidence of hepatic or renal damage. There was little 
difference between the three compounds used in respect 
of control of diabetes or production of side-effects. Two 
patients developed acidosis while receiving biguanides, 
one during an upper respiratory infection and the other 
after an “ alcoholic spree”. Both these patients seemed 
remarkably sensitive to insulin, only 40 units being 
required to bring the blood sugar level down to normal. 
Illustrative case histories of 6 patients with diabetes of 
various types are given. , 

[The authors’ findings are very similar to thos 
reported by Hall et al. (Brit. med. J., 1958, 2, 71; Abstr. 
Wld Med., 1958, 24, 440).] T. D. Kellock 


963. 
H. F. 
11 ref 
In t 
the In 
Sheffic 
assert 
“hs catabe 
store 
| 
creatil 
wome 
ankyle 
a of 61 
In mi 
musct 
to m 
steroi 
while 
75 mg 
Fro 
4 showe 
treatn 
the < 
theray 
stores 
norm: 
musci 
the cc 
prote: 
justifi 
864. 
Mino 
4 tia re 
R. Fi 
trica 
Nov. 
As 
of th 
conse 
the 
partic 
of th 
4 6 anc 
from 
In 15 


The Rheumatic Diseases 


863. Protein Metabolism during Corticosteroid Therapy 
H.F. West. Lancet [Lancet] 2, 877-880, Oct. 25, 1958. 
{1 refs. 


In this study, which was undertaken at the Centre for 
the Investigation and Treatment of Rheumatic Diseases, 
Sheffield, in an attempt to confirm or refute the common 
assertion that corticosteroid treatment has a protein- 
catabolic effect, changes in the patient’s muscle mass 
were taken as the index of changes in the body protein 
store and the daily urinary excretion of creatinine as the 
index of change in muscle mass. The 24-hour urinary 
creatinine excretion, recorded on numerous occasions, 
was reviewed in respect of 19 patients (7 men and 10 
women with rheumatoid arthritis and 2 women with 
ankylosing spondylitis) who had been treated for periods 
of 6 months to more than 4 years with corticosteroids. 
In most cases the patient had received a daily intra- 
muscular injection of corticotrophin in a dose sufficient 
fo maintain a daily urinary output of 17-ketogenic 
steroids or 17-hydroxycorticosteroids of 20 to 30 mg., 
while the others had been given cortisone acetate, 50 to 
15 mg. daily, or prednisolone 12-5 to 15 mg. daily. 

From the fact that no fewer than 13 of the 19 patients 
showed an increase in muscle mass at some time during 
treatment and only one had consistently shown a loss 
the author concludes that prolonged corticosteroid 
therapy is likely to be accompanied by a gain in protein 
stores rather than a loss, provided that the patient eats 
normally and can take enough exercise to avoid the 
muscular atrophy resulting from disuse. It follows that 
the concurrent administration, often recommended, of a 
protein-anabolic hormone (such as testosterone) is not 
justified. Kenneth Stone 


ACUTE RHEUMATISM 


864. Frequency and Diagnostic Importance of So-called 
Minor Clinical Manifestations of Rheumatic Fever in 
Childhood. (Frequenza ed importanza diagnostica delle 
manifestazioni cliniche cosidette “* minori” nella malat- 
tia reumatica dell’infanzia) 

R. FRANceEsco and M. SerGio. Rivista di clinica pedia- 
trica [Riv. Clin. pediat.| 62, 105-125, Aug. [received 
Nov.], 1958. Bibliography. 


A statistical analysis is presented of the clinical features 
of the primary attack of rheumatic fever as seen in 206 
consecutive cases admitted to the Paediatric Clinic of 
the University of Florence during the period 1947-57, 
particular reference being made to the incidence of 
atypical or “minor” manifestations. The incidence 
of the disease was highest (157 cases) between the ages of 
6and 11 years, while the seasonal incidence was highest 
from September to November and lowest in August. 
In 157 of the 206 cases the clinical picture was typical, 


with involvement of the joints (during the first week in 
134 cases and between the 2nd and 4th weeks in 23). 
In the remaining 49 cases (23-78°%) the onset was marked 
by atypical symptoms involving the digestive or respira- 
tory tract or the nervous system, making an accurate and 
early diagnosis difficult. In 22 of these 49 cases the 
patient complained of severe abdominal pain suggesting 
an acute surgical condition and in 8 the clinical picture 
resembled pneumonia, bronchopneumonia, or pleurisy. 
In 21 cases the only symptom was a rise of temperature, 
sometimes associated with a sore throat. 

The authors are of the opinion that tonsillectomy is of 
no real value in the prophylaxis of rheumatic fever and 
may even precipitate an attack. In 21 of their cases 
rheumatic fever developed despite the fact that the tonsils 
had been removed, and in 4 of these cases the operation 
had been performed within 15 to 30 days of the onset of 
the attack. In view of the high incidence of atypical 
forms of acute rheumatism they recommend the insti- 
tution of ** precautionary ” treatment with antirheumatic 
drugs and antibiotics in all cases of indeterminate febrile 
illness in children which might be of rheumatic aetiology. 

Franz Heimann 


865. Clinical Features of the Course of Acute Rheuma- 
tism in Children at the Present Time. (KnuxHnyeckue 
IIPOABJICHHA COBPeMCHHOFO TeYeHHA PeBMATH3Ma y 
netei.) 


Z. I. EDEL’MAN. ITeOuampua [Pediatrija] 36, 7-13, No. 
12, Dec., 1958. 3 figs., 4 refs. 


Comparison of the findings in 1,711 cases of acute 
rheumatism in children admitted to the Rheumatic Clinic 
of the Paediatric Institute and First Children’s Hospital 
of the Ministry of Health of the R.S.F.S.R. during the 
past 8 years with those in cases admitted during a previ- 
ous period (1934-49) shows that certain changes have 
taken place in morbidity, clinical course, and mortality 
in the different age groups. Thus of the children ad- 
mitted during the more recent period, 63-6°% were suffer- 
ing from their first attack of rheumatism compared with 
53 to 54% in the earlier period. There was also an 
increase in morbidity among children under 8 years, who 
accounted for 38°% of admissions compared with 18 to 
20% previously, while the proportion aged 2 to 5 had 
risen from 3-8% to 10-9%. The polyarthritic form 
of the disease was generally milder and its incidence 
had fallen from 75°%% to 28-8%. The incidence of car- 
diac involvement in such cases, however, had risen from 
11% to 60:7%, though the carditis tended to be milder 
and pancarditis and multiple valvular involvement were 
less common. In view of the increasing frequency of 
rheumatic carditis without joint symptoms the need for 
accurate diagnosis is stressed. The incidence and sever- 
ity of chorea increased during the immediate post-war 
period, but have now diminished again, though the 
possibility that some cases are being diverted to neuro- 
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logical units is envisaged. Certain other rheumatic 
manifestations, such as nodules, erythema annulare, and 
pleurisy, were less common than previously, but the inci- 
dence of other pulmonary complications and of renal 
and abdominal involvement showed no change. 

Although acute rheumatism has generally become more 
benign in recent years and the mortality from first attacks 
in the present series was only 0-43°%, the mortality among 
older children, including many with chronic and recurrent 
disease, remains disturbingly high. Out of 65 children 
dying during the past 6 years at the First Children’s 
Hospital from acute rheumatism, 36 were over 12 and 
5 over 14 years old. In the whole series of 1,711 cases 
the mortality among children over 12 was 6:7%, which 
is little better than the corresponding figure of 7:-4°% for 
the earlier period, while the death rate in repeat attacks 
(all age groups), though much lower than in pre-war 
years, was 5:5°%. In older children the disease now 
tends more frequently than hitherto to take a severe, 
relapsing course, 13°% of all cases in children over 12 
being of this type. 

The improvement in certain features of the disease is 
attributed to improved social conditions, better hospital 
facilities, and the use of amidopyrine, phenylbutazone, 
and hormone preparations in treatment. The need for 
specialized sanatoria for the treatment of severe chronic 
cases and of special schools for children with the milder 
forms of rheumatism is stressed, while the importance of 
accurate assessment of cardiac lesions with a view to 
operation is emphasized. Margot G. Dunlop 
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866. Intra-articular Injections of Hydrocortisone, Pred- 
nisolone, and Their Tertiary-butylacetate Derivatives in 


’ Patients with Rheumatoid Arthritis and Osteoarthritis 


J. ZUCKNER, O. MACHEK, C. CAcIOLO, A. M. AHERN, 
and R. Ramsey. Journal of Chronic Diseases [J. chron. 
Dis.) 8, 637-644, Nov., 1958. 14 refs. 


The undesirable side-effects so frequently seen after 
systemic administration of steroids are not observed after 
intra-articular injection of these drugs. In this paper 
from St. Louis University School of Medicine, Missouri, 
a comparative investigation is reported of the efficacy of 
intra-articular injections of hydrocortisone acetate, 
prednisolone acetate, hydrocortisone tertiary-butyl- 
acetate, and prednisolone tertiary-butylacetate in the 
treatment of 34 patients with rheumatoid arthritis and 
46 with osteoarthritis. 

In most cases ethyl chloride was sprayed over the 
injection site; in a few cases an injection of 1% procaine 
was given first. The different steroids were administered 
in rotation, and in both groups of patients the knee-joint 
was most frequently treated. Injections, each of 25 mg., 
were given as follows—208 of hydrocortisone ace- 
tate, 185 of hydrocortisone tertiary-butylacetate, 203 of 
prednisolone, and 194 of prednisolone tertiary-butyl- 
acetate. The period of observation ranged from a few 
days to 14 years. All four steroids were equally effective 
when given in 25-mg. doses, and there was no added 
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benefit when the dose was increased. The response to 
treatment varied from joint to joint (and even in the same 
joint) and from patient to patient, the relief obtained 
lasting an average of 2 to 3 weeks. Out of 53 joints 
affected with rheumatoid arthritis, good or excellent 
improvement was achieved in 40, and of 70 osteoarthritic 
joints, 59 showed similar improvement. 

Discussing the nature of the local action of steroids, 
the authors point out that hydrocortisone rapidly dis. 
appears from a joint, but the fact that it can inhibit oxi. 
dation and glycolysis may explain its capacity to suppress 
the inflammatory reaction. D. Preiskel 


867. Effectiveness of Antacids in Reducing Digestive 
Disturbances in Patients Treated with Prednisone ani 
Prednisolone 

E. W. BoLanp and N. E. HEADLEY. California Medicine 
(Calif. Med.] 89, 262-266, Oct., 1958. 14 refs. 


The authors’ preliminary studies with prednisone and 
prednisolone in the treatment of rheumatoid arthritis 
indicated that digestive disturbances occurred more fre- 
quently in patients treated with these drugs than in those 
treated with hydrocortisone. Thus among 109 patients 
initially treated with hydrocortisone the incidence of 
digestive complaints was 6-4°%, but when these patients 
were later treated with prednisone or prednisolone the 
incidence rose to 30%. In the present study of 10 
unselected patients with rheumatoid arthritis attending 
St. Vincent’s Hospital, Los Angeles, treatment with 
prednisone or prednisolone was supplemented therefore 
by the addition of antacids, 300 mg. of dried aluminium 
hydroxide gel and 50 mg. of magnesium trisilicate being 
given with every tablet, each containing 2-5 mg., of. the 
steroids, the period of treatment extending to one year 
or longer. (Of these patients, 64 had previously been 
treated with prednisone or prednisolone without antacids 
for periods varying from 4 to 22 months.) 

Of the 100 patients treated, 18 developed digestive 
disturbance; in 12 of these the symptoms were mild and 
transient, but in 6 they were persistent and had some of 
the features of peptic ulcer. Of the 64 patients previ- 
ously treated without antacids, only 11 (179%) now com- 
plained of gastro-intestinal symptoms during combined 
therapy, whereas previously 24 (38°%) had done so. A 
diagnosis of peptic ulcer, confirmed radiologically, had 
been made in 9 of the 100 patients before they received 
therapy. During the administration of the steroids and 
antacids 7 of these patients had digestive symptoms, com- 
pared with 11 of the remaining 91 patients. Digestive 
disturbance occurred in 12-5°% of patients receiving less 
than 10 mg. of prednisone or prednisolone a day and in 
23% of those receiving 10 mg. or more a day. The inci- 
dence of symptoms was higher in those receiving steroid 


therapy for a longer time, and was also higher in women 
(20%) than in men (12°%). Radiological examination 
of all the patients over a period of one month during the 
course of the treatment revealed the presence of 3 active 
ulcer craters. 

The authors conclude that the frequency and severity 
of digestive symptoms due to prednisone or prednisolone 
are substantially reduced when these drugs are taken if 
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combination with an antacid preparation, and that the 
latter may afford sore protection against the develop- 
ment of peptic ulcer. C. E. Quin 


68. Cortisone and Corticotropin in the Treatment of 
Rheumatoid Arthritis 

Ww. S. C. CopeMAN. Archives of Interamerican Rheu- 
matology [Arch. interamer. Rheum.] 1, 261-268, June, 
1958. 6 refs. . 


Our present views on steroid therapy may very briefly 
be stated as follows: 

1. The majority of cases of rheumatoid arthritis will 
respond in time to what one may call the classical or 
conventional methods of treatment, i.e. systematic rest, 
physiotherapy, splintage, salicylates, gold salts, etc. 
These methods have not yet been outmoded by the intro- 
duction of steroid therapy, which is additional. 

2. A certain proportion of cases do not however 
respond to such classical treatment. In these, when 
none of the well-recognised contraindications to steroid 
therapy are present it can be used and can make the 
difference between crippledom and painless independ- 
ence. For various reasons we now sometimes prefer 
ACTH to cortisone for this purpose, if biochemical 
control is available. 

3. When long-term treatment of this sort is to be 
embarked upon it must be agreed by the patient that he 
will remain under the regular supervision of the pre- 
scribing doctor, so that undesirable side-effects may be 
noted in their early and harmless stage. By periodical 
assessment the total dosage of the steroid substance may 
also be kept down to the therapeutic minimum consistent 
with clinical advantage, and this will avoid the danger of 
hypercortisonism. It is often convenient for the patient 
to learn to give his own injections. 

4. If used, not empirically but in the way described, 
and only in properly selected cases, the use of steroid 
therapy seems to have opened a completely new and 
hopeful era in the treatment of the rheumatic diseases.— 
{Author’s summary.] 


869. Clinical Studies of Seven Patients with Rheuma- 
toid Arthritis and Uniquely Large Amounts of Rheumatoid 
Factor 

E. C. FRANKLIN, H. G. KUNKEL, and J. R. Warp. 
Arthritis and Rheumatism, [Arthrit. and Rheum.] 1, 400- 
409, Oct., 1958. 3 figs., 16 refs. 


The rheumatoid factor, which is present in the serum 
in most cases of rheumatoid arthritis, is known to be 
associated with a component of y globulin of high 
molecular weight and to exist in the serum as a complex 
with a sedimentation constant of approximately 22 S 
which can be detected by direct ultracentrifugal examina- 
tion. Sera from 151 patients with rheumatoid arthritis 
(96 out-patients selected at random at the Massachusetts 
General Hospital and 55 patients referred to the Rocke- 
feller Institute, New York, because of very severe disease 
tefractory to treatment) were examined by various 
serological methods, those sera showing the highest 
titres of rheumatoid factor being further examined in the 
ultracentrifuge. 
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Sera from one of the former and 6 of the latter group 
contained more than 50 mg. of 22-S material per 100 ml. 
and these patients were selected for further study. All 
7 proved to have advanced arthritis of Stage III or 1V and 
of 5 to 15 years’ duration. Comparison of the incidence 
of various clinical features among these patients with 
that among the group of 96 selected at random showed a 
much more frequent occurrence of subcutaneous nodules 
on the extensor surfaces of the forearms (7 out of 7 
compared with 25%) and of the combination of spleno- 
megaly and leucopenia (Felty’s syndrome) (4 out of 7 
compared with 10%). None of the 7 patients had 
clinical evidence of polyarteritis and in no case did the 
serum produce the. L.E.-cell phenomenon or show fixation’ 
of complement with a number of “ nuclear antigens ”’. 
No other concurrent disease process could be detected. 
An increase in the serum y-globulin content was found in 
6 of the 7 (compared with 20°%% of the control group) 
and a marked increase in the serum euglobulin fraction 
in all (compared with 10°), the latter being related to the 
high concentration of the 22-S globulin complex, which 
is itself a euglobulin. It was demonstrated in one case, 
in which the serum contained 1,000 mg. of the 22-S 
complex per 100 ml., that 40% of the total y-globulin 
content consisted of this material, suggesting that the 
elevation of the serum y-globulin content in this patient 
at least was largely due to the 22-S complex and not to 
the 7-S component which is usually responsible for 
hyperglobulinaemia in other disease states. 

Harry Coke 


870. Ankylosing Spondylitis 
F. D. Hart. British Medical Journal [Brit. med. J.) 2, 


1082-1083, Nov. 1, 1958. 4 refs. 


An analysis is presented of the replies to a questionary 
sent to patients treated for ankylosing spondylitis at 
Westminster Hospital, London, since the war. The 
questionary was directed towards obtaining information 
on the general health of the patients, their need for 
analgesics, and the after-effects of radiotherapy, and of 
343 questionaries sent out, 200 were returned fully com- 
pleted, 21 from females and 179 from males. 

Of these 200 patients, 160 were working full-time and 
only 9 were completely incapacitated. The author states 
that these figures are much better than those obtained in 
patients with rheumatoid arthritis, but because of the 
number of untraced patients (many having been treated 
while in the Services) no conclusion could be drawn 
concerning morbidity. As regards the most useful drugs, 
aspirin, codeine compound, and phenylbutazone were 
cited in about equal numbers; 43 patients did not take 
any regular analgesics. Few of the patients had received 
steroid therapy. Of 143 who were given radiotherapy © 
to the spine, 114 obtained some benefit. The author 
states that analysis of the figures for this last group sug- 
gests that radiotherapy is followed by some degree of 
relief for periods up to 7 years in 60°% of cases, tem- 
porary improvement in 20%, and no improvement in 
20%. Further, there is evidence in these figures which 
indicates that radiotherapy may have some effect in 
inducing a remission in ankylosing spondylitis. 

B. E. W. Mace 
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871. Pain Threshold Measurements after Therapeutic 
Application of Ultrasound, Microwaves and Infrared 

J. F. LEHMANN, G. D. BRUNNER, and R. W. Stow. 
Archives of Physical Medicine and Rehabilitation (Arch. 
phys. Med.| 39, 560-565, Sept., 1958. 25 refs. 


Although it has been found clinically that ultrasonic 
radiation relieves the. pain of such conditions as sprains 
and post-herpetic neuralgia, its mode of action is un- 
certain. The authors therefore performed experiments 
at the Universities of Washington and Ohio which were 
designed to determine the effect of ultrasonic and infra- 
red radiation and microwaves on the pain threshold. 
In 10 volunteer subjects pain was produced by heating 
the pad of the little finger by infrared radiation, the 
temperature at which pain was experienced being recorded 
as the pain threshold. The ulnar nerve was then treated 
with ultrasonic radiation at an intensity of 1-5 watts 
per sq. cm., to a total output of 10-5 watts, and at a 
frequency of 800 kilocycles per second. The application 
was given in a water bath at 35° C., the applicator being 
moved back and forth over the ulnar nerve at the elbow 
at a distance of not less than 0-5 cm. for 2 minutes; 30 
minutes after treatment the pain threshold of the little 
finger was again tested, the opposite arm being used as 
acontrol. Similar experiments were performed in which 
infrared radiation or microwaves were applied over the 
ulnar nerve for 15 minutes. Lastly, ultrasonic radiation 
was applied directly to the pad of the little finger before 
determining the pain threshold. The results, which are 
tabulated, were analysed statistically. 

‘The pain threshold of the little finger pad varied be- 
tween temperatures of 49-3° to 52:0° C. Both ultrasonic 
and infrared radiation, whether applied to the ulnar 
nerve or the finger pad, produced a significant analgesic 
effect. Microwaves on the other hand produced an 
inconstant effect which was not statistically significant. 
Discussing these findings, the authors suggest that ultra- 
sonic and infrared radiation produce temperature 
changes in the nerve which temporarily block its con- 
duction, resulting in the analgesic effect observed; ultra- 
_ sonic radiation may also relieve painful conditions by 
some local action. They add, however, that no signifi- 
cant effect on the motor or sensory function of the nerve 
could be demonstrated. J. B. Millard 


872. Rehabilitation of the Patient with Long-term 
Respiratory Paralysis 

H. N. Neu. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.| 168, 1610-1617, Nov. 22, 1958. 
4 figs., 16 refs. 


Modern techniques of artificial respiration in the 
respiratory paralysis of poliomyelitis have saved many 
lives and at the same time have left us with a heritage of 
many respiratory cripples. The author reviews experi- 


Physical Medicine 


ence gained at the Respiratory and Rehabilitation Center, 
Creighton Memorial St. Joseph’s Hospital, Omaha, in 
the rehabilitation of patients with severe respiratory 
paralysis following poliomyelitis. Since the centre 
opened in 1953 there have been 375 admissions or re. 
admissions of such cases, but for the purpose of this 
review the 100 patients whose respiratory and other 
involvement was most severe were selected. They con- 
sisted of 52 males and 48 females, 74 of whom were 
between the ages of 10 and 30 years. Most of them 
were transferred from other hospitals, the interval since 
onset being more than 8 months in 66 cases. On ad- 
mission 64 required a tank respirator, 31 a chest respira- 
tor, and 5 a rocking bed. Quadriplegia was present in 
80 cases, while both arms were affected in 10 and both 
legs in 5. Only in 2 cases were the limbs almost 
normal. 

The average period of stay at the centre was 8 (range 
4 to 16) months. Renal calculus, lung collapse, and 
gastric dilatation were the most troublesome complica- 
tions. Apart from minor procedures, surgical treatment 
was avoided except when it was likely to make a distinct 
contribution to the patient’s rehabilitation, as for example 
in the case of tendon transplantation to produce a useful 
hand. Speed of weaning from respiratory aids was 
sacrificed when necessary to allow neuromuscular re- 
habilitation to proceed concomitantly, but in only 10 
cases was the respiratory status unchanged. After treat- 
ment 16 patients needed no respiratory aid and 37 needed 
only a rocking bed at night, while only 2 remained 
dependent on a tank respirator. There were 5 deaths. 
Of the survivors, improvement of ability was graded as 
** slight ” in 31, “‘ moderate” in 39, and “* marked” in 
25; 80 patients were able to return home, where 44 of 
them were eventually able to do without the care of a 
skilled attendant, though remaining under the super- 
vision of a social worker. Of these 80 patients, 10% 
obtained full-time and 10°% part-time employment, 10% 
attended school or college, and 16°% were able to carry 
out their duties as housewives. Failure to “ attain a 
proper vocational goal” in the remaining 54°% is attri- 
buted to the patient’s individuality, to lack of incentive, 
or to lack of opportunity. In the author’s opinion the 
success of a rehabilitation programme in such cases 
depends on the ability of the patient to adopt a realistic 
attitude and upon the teamwork and skill of those 
treating him. 

[This paper should be read in its entirety. It is full of 
wisdom based on experience and is well presented and 
graphically illustrated.] W. Tegner 


873. An Evaluation of Testing 
A. L. WATKINS. New England Journal of Medicine (New 
Engl. J. Med.| 259, 686-873, Oct. 30, 1958. 14 refs. 


278 


\ 
Dehyd 
J.B. ¢ 
F. M 
Psychi 
Aus., 
The 
(Minn 
glutar 
cereb! 
no su 
this fi 
Cente 
estim: 
activi 
infarc 
ation 
— assay 
expre 
4 ml. ¢ 
neurt 
meth 
resul 
meal 
lacta 
in th 
mal 
in 2 
patie 
occu 
ther 
of b 
in 
acti 
the 
valu 
witl 
in 
infa 
wit 
bef 
(wi 
to 
Tea 
wit 
ha 
= 


New 


Neurology and Neurosurgery 


§74. Cerebrospinal’ Fluid Transaminase and Lactic 
Dehydrogenase Activities in Neurologic Disease 

J.B. GREEN, H. A. OLDEWuRTEL, D. S. O’DOHERTY and 
F. M. Forster. A.M.A. Archives of Neurology and 
Psychiatry [A.M.A. Arch. Neurol. Psychiat.) 80, 148-156, 
Aug., 1958. 5 figs., 11 refs. 


The authors have previously reported (Neurology 
(Minneap.), 1957, 7, 313) the finding of an increase in 
glutamic oxalacetic transaminase (G.O.T.) activity in the 
cerebrospinal fluid (C.S.F.) after cerebral infarction, but 
no such increase in cases of primary brain tumour. In 
this further paper from Georgetown University Medical 
Center, Washington, D.C., they present the results of 
estimation of lactic dehydrogenase (L.D.) and G.O.T. 
activity in the C.S.F. of patients with various neurological 
diseases, the aim being to determine the value of these 
enzyme estimations in differentiation of tumour from 
infarction and also in assessment of activity of demyelin- 
ation in disseminated sclerosis. G.O.T. activity was 
assayed spectrophotometrically at 37° C. and the result 
expressed in 41M. of oxalacetate formed per hour per 100 
ml. of C.S.F. The mean value in 60 subjects without 
neurological disease was 43+12 uM. The authors’ 
method of determining L.D. activity is fully described and 
discussed in view of discrepancies between their own 
results and those published by other workers. The 
mean L.D. value in 30 normal subjects was 68+ 15 uM. of 
lactate formed per hour per 100 ml. of C.S.F. 

Of 37 cases of cerebral infarction the G.O.T. activity 
in the C.S.F. was raised by a mean of 216°%% above nor- 
mal in 26 cases and the L.D. activity by a mean of 222% 
in 27 cases. The highest enzyme levels were found in 
patients with basilar thrombosis, and the lowest usually 
occurred in patients who had recovered most fully from 
the results of the lesion. Of 24 histologically proved cases 
of brain tumour G.O.T. activity in the C.S.F. was raised 
in 10, the average increase being only 88%. L.D. 
activity was determined in 11'cases and was raised in all, 
the increase averaging 154°% above the mean normal 
value. The enzyme increases were higher in. patients 
with metastatic tumour than in those with primary 
tumour; also the increase ‘in L.D. activity exceeded that 
in G.O.T. activity, in contrast to the findings in cerebral 
infarction in which values for both enzymes tended to 


rise by a similar amount, although there were many 


exceptions in individual cases. 

Since enzyme values in the C.S.F. obtained during 
Pneumoencephalographic studies were often at variance 
with the clinical diagnosis the value in C.S.F. withdrawn 
before each air injection was compared with that in 
C.S.F. obtained 24 to 72 hours afterwards in 8 patients 
(whose pneumoencephalograms were subsequently found 
to be normal). C.S.F. enzyme activity rose rapidly to 
reach peak values at the end of the procedure, the extent 
of the increase appearing to be related to the rapidity 
with which this was performed. The enzyme values 
had reverted nearly to normal in 24 to 72 hours, at which 


time cell counts in the C.S.F. were often high, although 
they had not risen during the performance of encephalo- 
graphy. It is suggested tentatively that enzyme release 
from d meningeal and ependymal cells might 
explain this finding. The removal of over 60 ml. of | 
C.S.F. in one case without air replacement did not result 
in these changes. 

Of 20 cases of disseminated sclerosis, G.O.T. activity 
in the C.S.F. was high in 8 and borderline in 3, the values 
ranging from 31 to 124M. per 100 ml. Increases were 
found mainly in acute cases or in patients recovering 
from an exacerbation, but normal values were found in 
5 patients with acute disease. LL.D. activity was high in 
3 out of 10 of these patients, of whom 7 had raised G.O.T. 
values. In regard to the conflicting results reported by 
other workers the authors suggest that significant cardiac 
disease, which is frequently associated with cerebral 
infarction, may explain the greater increase in G.O.T. 
activity in the serum than in the C.S.F., so that the very 
impermeability of the blood-brain barrier to G.O.T. 
enhances the value of the estimation of this enzyme in 
cerebral or neurological disease. They conclude that, 
because of rather frequent exceptions to the general 
pattern, further studies are required to establish beyond 
doubt the true value of estimation of these enzymes 
in differential diagnosis. Celia Oakley 


875. Neurological Syndromes Associated with Car- 
cinoma. The Carcinomatous Neuromyopathies 

R. BRAIN and R. A. HENSON. Lancet [Lancet] 2, 971- 
974, Nov. 8, 1958. 27 refs. 


That in patients suffering from carcinoma the nervous 
system may become disordered independently of the 


presence of metastases has long been recognized, but 


although knowledge of these disorders has increased 
during the past 10 years, their aetiology remains obscure. 


In this paper from the London Hospital the authors 


review their joint experience of 42 cases of neurological 
disorders associated with histologically proved carcinoma 
in the absence of relevant secondary deposits. As the 
nervous system may be affected at many levels in the 
same patient, and as muscles may also be involved, pre- 
cise classification of this group of disorders, which the 
authors call ‘‘ the carcinomatous neuromyopathies ”’, is 
difficult, but they divide their cases into 5 broad groups. 
(1) Cortical cerebellar degeneration was present in 8 
cases, having developed acutely or subacutely; in 5 of 
these cases examination of the cerebrospinal fluid (C.S.F.) 
showed a lymphocytosis, increased protein content, and 
a paretic type of Lange curve. (2) A mixed form, with 
both cerebellar and spinal degeneration, was present in 
7 cases. The widespread lesions found at post-mortem 
examination in 3 of these included degeneration of the 
cells of the dentate nuclei and of the motor cells of 
the spinal cord and brain-stem nuclei, degeneration of 
the pyramidal tracts and posterior columns in the spinal 
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cord, and cellular infiltration of the meninges and peri- 
vascular cuffing, giving the appearance of encephalo- 
myelitis. The clinical picture was correspondingly 
varied. In 5 cases the C.S.F. showed abnormalities 
similar to those found in Group 1. (3) Peripheral 
sensorimotor neuropathy was present in 5 cases, though 
the clinical picture was not necessarily a pure one. Com- 
plete remission occurred in 2 of these cases, in all of 
which the primary carcinoma was in the lung. (4) Pure 
sensory neuropathy occurred in 5 cases, all with primary 
carcinoma of the lung. No remission occurred, but the 
progress of the condition became arrested in one case. 
In this group and the preceding one an increased protein 
content was commonly, and an increased cell count 
rarely, found in the C.S.F. (5) Varied neuromuscular or 
muscular disorders were seen in the remaining 17 cases, 
in 8 of which no clinical evidence of neural lesions was 
found at any time. The C.S.F. in this group was nor- 
mal. Necropsy in 7 cases and muscle biopsy in 4 gave 
no clue to the site of the lesion responsible for the 
muscular wasting, while the muscles showed only non- 
specific changes. 

A wide range of investigations were carried out, and 
although occasional abnormalities were found, they were 
too inconstant to be of any value in elucidating the prob- 
lem of aetiology. No constant relationship was found 
between the course of the neurological disorder and that 
of the tumour, the neurological symptoms antedating 
the clinical manifestations of the growth by as much as 
3 years in some cases, while in others the neuromyopathy 
did not develop until some years after the successful 
removal of the tumour. Nor was there any constant 
relationship between the severity of the neuropathy and 
the size ofthetumour. The site of the carcinoma was the 
lung in 32 of the cases, the ovary in 4, and the prostate, 
rectum, and breast each in 2, there being no case of car- 
cinoma of the uterus or oesophagus. 

Any theory of causation must account for the fact that 
only a small proportion of patients with carcinoma 
develop neuromyopathy, for the absence of any relation- 
ship between the size of the tumour and the liability to 
nervous disorder (which would appear to rule out the 
possibility of a carcinotoxin or of a metabolic effect of 
carcinomatous tissue), and for the relatively high inci- 
dence of neuromyopathy in cases of carcinoma of the 
lung. Various likely explanations are discussed and 
it is concluded that the possible roles of virus infection 
and sensitization phenomena deserve further investiga- 
tion. While the complexity of the problem of carcino- 
matous neuromyopathy and its relation to carcinoma 
and carcinogenesis is recognized, it is suggested that any 
light thrown on its nature “ would illuminate both the 
nature of cancer and the relation between the nervous 
system and the rest of the body ”’. B. M. Ansell 


876. Spasm: a Preliminary Clinical Report on a Non- 
destructive Method for the Relief of So-called ‘‘ Mass- 
reflex ’’ Spasm 

D. Munro and E. L. Spatz. New England Journal of 
Medicine [New Engl. J. Med.| 260, 1-6, Jan. 1, 1959. 
10 refs. 


NEUROLOGY AND NEUROSURGERY 


877. Serum Aldolase in Muscular Dystrophies, Neuro. 
muscular Disorders, and Wasting of Skeletal Muscle 

L. P. RowLanp and G. Ross. A.M.A. Archives of 
Neurology and Psychiatry [A.M.A. Arch. Neurol. Psychiat, 
80, 157-161, Aug., 1958. 15 refs. 


Of 16 patients with pseudohypertrophic muscular 
dystrophy [seen at the Montefiore Hospital, New York], 
10 showed significant elevations of serum aldolase 
activity. Several of the normal values were obtained ip 
older patients who had survived many years of the disease, 
and it is possible that the aldolase level may serve astan 
index of activity of the disease. However, some young 
patients, apparently still in an active phase of the disease, 
also had normal values. 

Patients with facioscapulohumeral muscular dystrophy, 
limb-girdle dystrophy, myotonic dystrophy, poly- 
myositis, dermatomyositis, and nonspecific myopathies 
had normal values. Normal values were also found in 
patients with muscular wasting due to disease of the motor 
neuron or peripheral nerve, in wasting conditions due to 
malnutrition, and in myasthenia gravis.—[Authors 
summary.] 


ELECTROENCEPHALOGRAPHY 


878. The Persistent Juvenile Electroencephalogram, 
(Das persistierende juvenile EEG) 


G. Rotu. Psychiatria et neurologia [Psychiat. et Neurol. 
(Basel)] 136, 195-203, Oct.—Nov., 1958. 2 figs., 16 refs. 


The starting point of this investigation was the em- 
pirical observation that the nature of the alpha rhythm 
in the electroencephalogram (EEG) of the adult differs 
from that of the adolescent. Thus in patients between 
the ages of 10 and 13 years the occipital alpha rhythm, 
with an average frequency of 10 c.p.s., has an almost 
constant amplitude of 100 microvolts, whereas the adult 
alpha rhythm with a similar average frequency has an 
amplitude of only about 50 microvolts and a more or 
less marked tendency to spindle formation. The former 
type of alpha rhythm characterizes what may be called 
the adolescent type of EEG. The author found that 
among his patients at the Sanatorium for Nervous 
Diseases, Rosenhiigel, Vienna, the features of such a 
juvenile record might persist to the age of 20 years 
or over. He therefore extracted all such cases of 
“‘ persistent juvenile EEG” from his records, and 
examination of the clinical histories of 70 such patients 
revealed that 8% were diagnosed as suffering from 
epilepsy, 22% from organic cerebral disease, and 70% 
from psychoneurotic or psychosomatic disorders. In 
this last group the peak age incidence was 35 years, 
in contrast to 55 years for the patients with organic 
cerebral disease. Amongst the psychoneurotic patients 
women outnumbered men by 16 to 3. 

In the light of this finding that the majority of patients 
with a persistent juvenile type of EEG were suffering 
from neurotic disorders, the author discusses the possible 


' significance of the EEG findings in relation to neurosis. 


He suggests that a persistent juvenile record provides 
evidence of bio-electrical immaturity, and compares this 
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with theories of neurosis based on physical and emotional 
immaturity. He suggests that the phenomenon of 
regression seen in neurotic patients represents not so 
much a return to an earlier stage of development as an 
arrest at an early stage from which further advance has 
not been made. J. B. Stanton 


§79, Electroencephalographic Changes during the State 
of Coma 

C. Loes. Electroencephalography and Clinical Neuro- 
physiology [Electroenceph. clin. Neurophysiol.] 10, 589- 
606, Nov., 1958. 7 figs., 36 refs. 


In the Department of Neurology and Psychiatry of the 
University of Genoa the author has studied the electro- 
encephalograms (EEGs) of 25 confused or comatose 
patients in all of whom post-mortem examination of the 
brain was subsequently possible, when the site of the 
cerebral lesion responsible for the coma was defined by 
macroscopical and microscopical studies; the various 
lesions found are tabulated. During the recording of 
the EEG all the patients were subjected to three types of 
stimulus—auditory (a noise or whistle), visual (manual 
opening and closing of the eyes and usually photic 
stimulation as well), and painful (pinprick or compression 
of the eyeballs)—and the effect of these stimuli upon the 
EEG was noted. The depth of coma in each of the cases 
was assessed by means of clinical criteria, which are 
described. In 2 of the patients the impairment of con- 
sciousness was only moderate in degree, but 14 were 
semicomatose and 9 were in deep coma. 

In 15 of the 25 cases the EEG showed generalized slow 
activity, but in 7 of the others the EEG changes were uni- 
lateral and in 3 they were focal. It was found that 
generalized delta-wave activity was by no means invari- 
able, even in deeply comatose patients, and no clear 
correlation could be adduced between the depth of coma 
and the type or amount of EEG abnormality. Further- 
more the presence or absence of responses to auditory, 
visual, and painful stimuli did not appear to be related 
to the depth of coma. 

[This is an interesting and important paper because of 
the detailed clinical, EEG, and pathological observations 
which were made in each of these cases; 7 case. histories 
are given in some detail.] John N. Walton 


880. An Assessment of the Value of Sleep-electro- 

encephalography for the Diagnosis of Temporal Lobe 
psy 

P. GLoor, C. Tsal, and F. HAppAD. Electroencephalo- 

graphy and Clinical Neurophysiology (Electroenceph. clin. 

Neurophysiol.] 10, 633-648, Nov., 1958. 1 fig., 7 refs. 


The authors, working at the Neurological Institute 
(McGill University), Montreal, have studied the electro- 
encephalographic (EEG) findings in 228 patients with 
temporal-lobe epilepsy who had undergone temporal 
lobectomy (Group 1) and in 100 patients who gave a 
typical history of temporal-lobe attacks, but who had not 
undergone any operation (Group 2). In 943% of 
cases in Group 1 the EEG diagnosis of temporal-lobe 
epilepsy could be made without recourse to a sleep 
tecording, but this was true of only 72% in Group 2. 
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Sleep recordings were successful in identifying temporal 
foci of epileptic discharge which were not present during 
the waking state in only 69% of the Group-2 cases. Of 
the 77 patients in both groups who had recordings taken 
during sleep, epileptic activity became more marked 
during sleep in 44, whereas in 23 others there was 
often some suppression of epileptic discharge; in the 
remaining 10 the sleep recording contributed no informa- 
tion. It was also apparent that sleep recordings were 
more likely to bring out the epileptiform abnormality 
in those patients whose clinical seizures were mainly 
nocturnal. No statistical difference was found between. . 
the efficacy of drug-induced sleep and natural sleep; 
there was indeed some evidence that general anaesthesia 
sometimes suppressed the electrocorticographic dis- 
charges of temporal-lobe epilepsy. 

Pathological observations did not suggest that the 
nature of the pathological change responsible for the 
seizures had any influence upon the presence or absence 
of EEG abnormalities during sleep. Hence it is con- 
cluded that although sleep tends to activate epileptic 
discharge arising in the temporal lobe in a considerable 
proportion of cases, sleep recordings are not indicated 
as a routine measure in patients suspected to be suffering 
from temporal-lobe epilepsy, since in a high proportion 
of these the diagnosis can be established with certainty 
from the waking record. John N. Walton 


CEREBROVASCULAR DISORDERS . 


881. Visual Field Defects in Arterio-venous Aneurysms 
of the Brain. [In English] 

P. ENoKsson and H. Bynke. Acta ophthalmologica 
[Acta ophthal. (Kbh.)] 36, 586-600, 1958. 5 figs., 24 refs. 


In this paper from the University of Lund, Sweden, 
the authors discuss the visual-field defects recorded in a 
series of cases of arterio-venous aneurysm of the brain. 
Of 38 consecutive cases in which the presence of the 
aneurysm was diagnosed by angiography, perimetry was 
carried out in 22 and revealed visual-field defects in 
7. These 7 cases are described in detail, and the varying 
underlying mechanisms leading to injury of the visual 
pathway are discussed. Migraine was the most frequent 
subjective symptom in the present series and the import- 
ance is stressed of careful examination of the visual field 
in all cases of migraine and subarachnoid haemorrhage. 

G. von Bahr 


882. The Value of Ocular Signs in the Prognosis and 
Diagnosis of Spontaneous Meningeal Haemorrhages. 
(Valeur diagnostique et pronostique des signes oculaires 
dans les hémorragies méningées spontanées) 

L. Paurique, J. RouGier, J. WERTHEIMER, and G. E. 
ALLEGRE. Annales d’oculistique [Ann. Oculist. (Paris)] 
191, 561-578, Aug., 1958. : 


Spontaneous meningeal haemorrhages may be classi- 
fied according to origin under three headings: (1) essen- 
tial (apoplexy), by far the most frequent; (2) resulting 
from rupture of a cerebral aneurysm; and (3) from 
angiomata. The presenting symptoms are of varying 
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severity, ranging from the slight, manifested by head- 
ache with some dulling of the mental faculties, to the 
grave, culminating in rapidly deepening coma. Com- 
mon to all forms is the presence of blood in the cerebro- 
spinal fluid. The associated ocular disturbances involve 
the 3rd, 4th, 5th, and 6th cranial nerves, the visual fields, 
and the ocular fundi. The last-named may show papill- 
oedema and haemorrhages. Oculomotor paralyses are 
most commonly found (in up to 60°%% of cases) following 
rupture of aneurysm of the circle of Willis. Papilloe- 
dema indicates a serious degree of raised intracranial 
pressure and is most often seen after a sudden hae- 
morrhage from a ruptured aneurysm or in apoplexy. 
The rapid onset of papilloedema is of grave prognostic 
significance, as is also the early appearance of ocular 
haemorrhages, especially if they are of the subhyaloid or 
intravitreal type. A. S. Douglas 


EPILEPSY 


883. Clinical and Electroencephalographic Findings in 
120 Epileptics Now Free from Fits. (Klinische und 
hirnelektrische Befunde bei 120 anfallsfrei gewordenen 
Epileptikern) 

I. V. HEDENSTROM and G. Scuorscu. Archiv fiir Psy- 
chiatrie und Nervenkrankheiten [Arch. Psychiat. Nervenkr.} 
198, 17-38, 1958. Bibliography. 


At the Bethel Institution, Bielefeld, Germany, the 
authors studied a group of epileptic patients who had 
become free of fits during their stay in the hospital to 
determine whether they differed in any way from those 
who had not responded to treatment. Out of a total of 
120 such patients, 100 (aged 16 to 78 years) were selected 
as having been adequately observed before the cessation 
of the seizures, and the clinical and electroencephalo- 


» graphic findings in this group were compared with those 


in 300 patients (aged 15 to 79 years) who were still 
suffering from fits in spite of treatment. 

Of those who had become free from fits the proportion 
who had been suffering from grand mal epilepsy was much 
greater than in the control group. There was no differ- 
ence between the two groups in respect of familial inci- 
dence of the disease. Of the former group, 66 had lost 


their fits as a result of drugtreatment. During the period 


of observation the average dosage of drugs required by 
these patients showed, a gradual diminution and was 
lower than in the group still suffering from fits. The 
electroencephalogram was normal in 57 of the 100 
patients without fits and was markedly pathological in 16. 
W. Mayer-Gross 


884. A New Drug for Petit Mal Epilepsy 

F. T. ZIMMERMAN and B. B. BuRGEMEISTER. Neurology 
[Neurology (Minneap.)| 8, 769-775, Oct., 1958. 2 figs., 
3 refs. 


a-Ethyl-a-methylsuccinimide (PM 671), one of the 
succinimide group of drugs to which “ milontin” 
(phensuximide) and “celontin”’ (methsuximide) also 
belong, was tried in the treatment of petit mal epilepsy 
in patients at the Vanderbilt Clinic and the Neurological 


Institute, New York. After tests in. animals of the 
toxicity of the drug and of its efficacy in protecting againg 
convulsions induced by ‘‘ metrazol ”’ (pentylenetetrazo)), 
it was given by mouth in an average daily dosage of 
1:75 g. to 109 patients, in many of whom petit maj 
epilepsy had proved resistant to other treatment. The 
frequency of attacks in each patient before treatment 
with PM 671 started was taken as the base-line for assess. 
ing the results, the period of observation ranging from 
10 to 96 weeks. The patients responded “ remarkably 
well... with an over-all reduction in attacks of 
for the group as a whole”’. Complete control of attacks 
was achieved in 46 of the patients, “‘ practical ” control 
(80 to 99°%% reduction) in 26, and partial control (5 to 
79% reduction) in 28. In 7 patients the drug had no 
effect, while in 2 the frequency of attacks increased. 

The response was best in patients with pure petit mal, 
complete control being obtained in 11 out of 18 such 
patients compared with only 5 out of 24 with “ mixed” 
petit mal, which is defined by the authors as “‘ that form 
of epilepsy which manifests itself predominantly in 
transient loss of consciousness and minor motor pheno- 
mena”. Of 29 patients with pure petit mal combined 
with grand mal, attacks were controlled in 17, compared 
with only 9 out of 26 with mixed petit mal combined with 
grand mal. Slight toxic reactions, of which drowsiness 
was the commonest followed by nausea and gastric dis- 
comfort, occurred in only 9 patients. No changes were 
observed in the blood or urine of these patients. 

The authors conclude that PM 671 offers more promise 
in the control of petit mal than any of the drugs, including 
other succinimide compounds, which have been tried in 
the last 10 years. J. B. Stanton 


BASAL GANGLIA 


885. Implications of a Five-year Study of 700 Basal 
Ganglia Operations 

I. S. Cooper and G. J. Bravo. Neurology [Neurology 
(Minneap.)| 8, 701-707, Sept., 1958. 7 figs., 10 refs. 


This report from New York University—Bellevue 
Medical Center, New York, summarizes the effects of 
treatment by surgical operation on the basal ganglia in 
700 cases of Parkinsonism and other disorders marked 
by involuntary movements. Between 1952 and 1955 
occlusion of the anterior choroidal artery was performed 
on 55 patients. Follow-up studies in most of thes 
cases showed that this operation produced more com 
plete and lasting relief of the rigidity, tremor, and 
deformity than had any previously reported procedure. 
The effectiveness of anterior choroidal artery occlusion 
is considered to be due to infarction principally of the 
medial part of the globus pallidus and the ventro-lateral 
nucleus of the thalamus. However, because of anatomi- 
cal variations in the artery, the employment of this 
method in all cases would be unwise and the techniques 
of chemopallidectomy and chemothalamectomy wert 
therefore worked out by the senior author and used if 
the remaining cases of this series. The procedure com 
sists basically in performing air encephalography to out 
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line the anterior part of the ventricular system, especially 
the foramen of Monro, a polythene cannula being then 
inserted through a small trephine hole and directed 
under radiographic control into the region of the globus 
pallidus or ventro-lateral nucleus of the thalamus. By 
means of inflating a small balloon attached to the tip 
of the cannula the probable effect of a lesion in this 
region can be tested. The balloon also produces a 
cavity in the brain for the subsequent injection of abso- 
jute alcohol and contrast medium. The cannula is left 
inthe brain for several days so that the lesion may be 
enlarged if necessary. 

The production of such a lesion in the globus pallidus 
tdieved rigidity in 80°% of the cases, although tremor 
was relieved in only 60%. In many of the remaining 
cases the tremor responded favourably when a second 
sion was made 1 cm. posteriorly (that is, so as to 
involve the ventro-lateral nucleus of the thalamus). In 
the most recent cases in which tremor was the prestnting 
sign this thalamic lesion was produced primarily. The 
authors suggest that the two main factors responsible for 
the complete relief of tremor and rigidity in their cases, 
incontrast to the experience of some other workers, are 
(i) the production of relatively large circumscribed 
lesions, and (2) the production of a lesion involving the 
thalamus, and conclude that in properly selected cases 
of Parkinsonism and in all cases of dystonia musculorum 
deformans surgery of the globus pallidus and thalamus 
isthe treatment of choice. The authors emphasize the 
need for the meticulously accurate placing of the lesion. 

J. V. Crawford 


CRANIAL NERVES 


886. Bell’s Palsy: a New Syndrome Associated with 
Treatment by Nicotinic Acid 

C. E. Kime. A.M.A. Archives of Otolaryngology 
[|4.M.A. Arch. Otolaryng.] 68, 28-32, July, 1958. 9 refs. 


The author accepts the hypothesis that Bell’s palsy is 
an ischaemic paralysis “‘ apparently due to a vaso- 
constriction of the arterioles of the peripheral perineural 
vascular channels of the seventh cranial nerve”. In 
cases of traumatic paralysis of a motor nerve degenera- 
tion of the nerve usually starts within 48 hours and is 
complete in 2 weeks, regeneration, if any, then taking 
place at the rate of 1 mm. a day, which would indicate 
a theoretical minimum period of recovery in untreated 
Bell’s palsy of 80 to 90 days. In practice, both the period 
and degree of recovery are extremely variable. In the 
author’s experience the patient with untreated Bell’s 
palsy usually reports that it was 3 to 6 months after the 
onset before any recovery was noticed, and has at best 
50% of nerve function. On the other hand if the vaso- 
spasm is of short duration the nerve may never reach the 
degenerative stage and recovery in such cases may be 
complete. 

Medical treatment is directed towards relieving the 
tause of the condition by means of vasodilator drugs 
such as histamine, nicotinic acid, and procaine. Surgical 
decompression of the nerve is usually advocated when 
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the response to medical measures is poor, and some 
authors recommend early operation in all cases. The 
author claims, however, that if nicotinic acid is given 
early enough and in adequate dosage surgery should never 
be necessary. Of 74 consecutive cases so treated in the 
past 10 years, complete recovery was obtained in 73 and 
80% recovery in one. In 39 cases in which treatment 
was instituted within 2 days of onset, before degeneration 
had begun, recovery of motor function started within a 
week and was complete within 14 days. Of 33 patients 
first seen between the 3rd and 13th days, in all but one 
motor recovery started within 10 days and was com- 
plete within 3 weeks, recovery in one patient taking a 
month. The patient in whom only 80°% recovery was 
obtained was first seen 2 months after the onset. The 
author emphasizes that the dose of nicotinic acid must 
be large enough to cause flushing when given intra- 
muscularly. This dosage has no relation to weight or 
body size, tolerance to the drug being apparently an 
individual characteristic. The usual dose is 100 to 250 
mg. given daily. [The duration of treatment is not 
clearly specified.] 

In many cases a “ pallor syndrome” appears at the 
peak of the flushing in which the paralysed side of the 
face is less flushed than the normal and “‘ gives an im- 
pression of pallor” in the area of distribution of the 
external maxillary artery which disappears as full flushing 
develops. This phenomenon becomes less with each 
treatment and usually disappears after the 3rd or 4th 
daily injection. Within 24 hours of its disappearance 
there is often an increase of tone on the paralysed side, 
followed in 2 or 3 days by twitching. In none of the 
author’s cases was electrical stimulation, ACTH, pro- 
caine, or histamine used. F. W. Watkyn-Thomas 


887. Cybernetics of Ocular Movement 
D. STANLEY-Jones. British Journal of Ophthalmology 
[Brit. J. Ophthal. 42, 595-604, 1958. 22 refs. 


Cybernetics has been described as “the control of 
machines by machines”. In this interesting analysis 
of ocular movement, with particular reference to miners’ 
nystagmus and the oculogyric crises of post-encephalitic 
Parkinsonism, the author, applying the principles of 
cybernetics, argues that the asymmetrical oscillation of 
miners’ nystagmus is caused by the replacement of the 
normal intrinsic refection (corresponding to the “ feed- 
back ”’) from the low-threshold retinal cones, with their 
high sensitivity to error, by an abnormal extrinsic refec- 
tion from high-threshold peripheral rods. The oculo- 
gyric crisis is thus an example of “‘ runaway to maxi- 
mum ” resulting from an interference with the cybernetic 
or proprioceptive impulses from the extra-ocular muscles. 
Mention is also made of the cybernetic principles govern- 
ing pupillary oscillation and tabetic gait, and of the 
associated emotional symptoms. In discussing the ana- 
tomical pathways of cybernetic impulses it is recalled that 
a small fraction of the ascending fibres leaves the third 
cranial nerve and joins the fifth. The large residue, how- 
ever, travels in the third nerve through the substantia 
nigra, and damage to this nucleus is the cause of post- 
encephalitic oculogyric crises. . D. P. Greaves 


| 

f the 
Sainst 
'azol), 
ge of 
it mal 

The 
tment 
1SSesg- 
from 
‘kably 
ttacks 
ontro| 
(5 to 
ad no 
t mal, 
} such 
ixed” 
form 
tly in 
heno- 
bined 
pared 
d with 
Siness 
ic dis- 
omise 
luding 
‘ied in 
nton 

rology 
cts of 
glia in 
varked 
| 1955 
ormed 

these 
> COMm- 
and 
edure. 
‘lusion 
of the 
lateral 
atom 
yf this 
niques 
were 
sed in 
con 
O 


888. Physical Activity, Emotions, and Human Obesity 
A. STUNKARD. Psychosomatic Medicine [Psychosom. 
Med.) 20, 366-372, Sept.—Oct., 1958. 3 figs., 4 refs. 


This paper from the University of Pennsylvania 
reports a study of the role of diminished energy output in 
the causation of human obesity. Psychiatric investiga- 
tions of obesity have hitherto concentrated on eating 
disorders as the origin of the positive energy balance 
which occurs in this condition and have neglected to 
measure the physical activity of the obese subject and 
his (or her) attitude towards it. 

In the present study the physical activity of 15 obese 
and 15 non-obese women, matched for age and occupa- 
tion, was measured over a period of one week with a 
mechanical pedometer, and the attitudes of these sub- 
jects towards physical activity were investigated by 
means of a questionary and a sentence-completion test. 
In addition, daily pedometric measurements were made 
on 8 obese men and women who received psychotherapy 
over a 2-year period, and an attempt was made through 
the transference relationship to discover the determinants 
of physical activity in these patients. 

The first set of observations revealed that, on the 
average, the obese women walked less than half as far as 
the control group. Furthermore, the attitude of the 
obese subjects towards activity, as revealed by the 
psychological tests, was significantly different from that 
of the control subjects, the former manifesting a more 
passive, submissive attitude towards situations which 
aroused a depressive affect or boredom. The second set 

Of observations indicated that diminished physical activity 
in obese subjects is determined by a number of factors, 
biological, social, and emotional, one of the most 
significant of these being the series of events associated 
with a depressive reaction pattern. It is concluded 
that the arousal of depressive affects is likely to be an 
important aetiological factor in human obesity. 

A. Balfour Sclare 


889. Psychosomatic Aspects of Narcolepsy 

C. M. SmitH. Journal of Mental Science [J. ment. Sci.] 
104, 593-607, July [received Oct.], 1958. 4 figs., biblio- 
graphy. 

The literature relating to narcolepsy and associated 
emotional disturbance is briefly reviewed. The rarity of 
associated overt psychosis is pointed out. Two cases 
of idiopathic narcolepsy are then presented. The illness 
in the first case was accompanied by paranoid schizo- 
phrenia, in the second by a neurotic character disorder. 
Unusual neurophysiological findings are presented. The 
chief of these was a marked increase of alertness following 
hypoglycaemia. The possible significance of this and 
other findings is discussed. 

Finally, it is suggested that psychological factors have 
a modifying influence in the narcoleptic phenomena but 
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probably do not act as a necessary and sufficient cause of 
narcolepsy. The importance of psychotherapy in some 
cases is stressed.—[Author’s summary.] 


890. Seasonal Variation in the Births of the Mentally 
Deficient 

H. KNoBLocH and B. PASAMANICK. American Journgl 
of Public Health [Amer. J. publ. Hith] 48, 1201-1208, 
Sept., 1958. 16 refs. 


The investigation described herein was undertaken to 
test the hypothesis that in infants conceived during the 
winter months the incidence of mental deficiency is higher 
than in those conceived in the summer months because 
virus infections are more prevalent during the colder 
months. Analysis of the months of birth during the 
years 1913-48 (exclusive of 1946) of 5,855 mentally 
defective children admitted to the Columbus State School, 
Ohio, showed that significantly more were born in Janv- 
ary, February, and March than in the other months of 
the year. Thus the third month after conception, which 
is known to be the time when damage to the cortex can 
cause mental deficiency, was June, July, or August, hot 
summer months during which the mother tends to reduce 
dietary intake, especially intake of protein. This rela 
tionship between hot weather in early pregnancy and 
mental deficiency was confirmed by the finding that 
significantly more mental defectives were born after hot 
than after cold summers. No confirmation was obtained 
for the view that these findings could be explained on the 
basis of an increase in the birth rate in the lower socio 
economic groups or the occurrence of summer encephal- 
itis. G. de M. Rudolf 


891. Observations on Congenital Anomalies in Teeth 
and Skull in Two Groups of Mental Defectives. (A Com- 
parative Study) 
R. Spizer and R. L. Quimiiam. British Journal of 
Radiology [Brit. J. Radiol.| 31, 596-604, Nov., 1958. 
12 figs., 37 refs. 


There is considerable evidence in the literature that in 
mental defectives the incidence of congenital defects is 
high, but reports on the radiological appearances of 
congenital anomalies are not numerous. At the Fountain 
Hospital, London, the authors studied the radiological 
appearances of the skull in 20 mongolian imbeciles and 
18 microcephalics. In the mongolian imbeciles the part 
nasal sinuses showed grossly deficient pneumatization. 
In none of the cases could the frontal sinuses be demon- 
strated, and in 8 growth of the maxillary sinuses was 
impaired, this being attributed to deficient growth poter 
tial of the mucous membrane. Dental anomalies wert 
common, defects of structure, growth, and eruption being 
noted. The authors point out that these features are als0 
seen in cleido-cranial dysostosis, chondro-ectoderma 
dysplasia, and ectodermal dysplasia, which are al 
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gnetically determined. Growth of the facial skeleton 
was severely impaired in the mongols, with hypoplasia 
of both the maxilla and the mandible. A high arched 
palate was common. In 15 of the cases a persistent 
metopic suture was demonstrated. 

In the microcephalics there was no abnormality of the 
facial skeleton and the sinuses were normally developed. 
A persistent metopic suture was not observed. On the 
other hand, the vault was abnormally small, under- 
development being noted particularly in the frontal and 
eipital regions. 

In the mongols the radiological appearances in the 
ocipito-mental view were quite different from those in 
the microcephalics. In the former the facial bones 
presented a picture of a small square within a large circle, 
whereas the opposite—‘‘ a comparatively large square 
within a small circle ’°—was seen in the microcephalics. 

R. O. Murray 


§92. Humoral Changes in Manic-depressive Psychosis 
wih Particular Reference to the Excretion of Catechol. 
Amines in Urine 

R. StROM-OLSEN and H. WeiL-MALHERBE. Journal of 
Mental Science [J. ment. Sci.] 104, 696-704, July [received 
Oct.], 1958. 4 figs., 19 refs. 


The urinary 24-hour excretion of catechol amines 
(adrenaline, noradrenaline and 3-hydroxytyramine), of 
sodium and potassium and, in a limited series, of 5- 
hydroxyindoleacetic acid has been studied in 3 patients 
with periodic attacks of manic-depressive psychosis. 
In 2 of the patients manic and depressive phases alter- 
nated rhythmically. The cases were studied serially, 
in one case Over a period of 6 months. Similar, but less 
extensive studies were carried out on other patients 
suffering either from mania or depression. 

The excretion of adrenaline and noradrenaline was 
significantly higher during the manic than the depressed 
phases in all 3 cases and also in a group consisting of 
6 depressed and 5 manic patients. Hydroxytyramine 
excretion was also increased, but the increase was signifi- 
cant in only one case. Preliminary results also indicate 
an increased excretion of 5-hydroxyindoleacetic acid 
during the manic phase. A significant increase of 
sodium and potassium excretion during manic phases 
was observed in one case. The 24-hour volume of urine 
was increased during manic phases. The increase was 
significant, with the exception of one case—[Authors’ 
summary.] 


93. Fractionated Encephalography and Electroen- 
tephalography in Manic-depressive Psychosis. (L’en- 
éphalographie fractionnée et |’électroencéphalogramme 
dans la psychose maniaque dépressive) 

P. BoRENSTEIN, M. DABBAH, and J. METZGER. Annales 
médico-psychologiques [Ann. méd.-psychol.] 417-450, 
Oct., 1958. 11 figs., 7 refs. ° 


The authors record the results of a pneumoencephalo- 
graphic and electroencephalographic (EEG) study at the 
Hopital Psychiatrique, Sotteville-lés-Rouen, of 125 
Patients presenting a manic-depressive psychosis. Nor- 
mal EEG tracings were obtained in 66° of patients with 
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intermittent manic-depressive syndromes and in 52% of 
those with the chronic form. Of patients with chronic 
melancholia, however, a normal tracing was obtained in 
only 40%. These over-all findings varied considerably 
with the age of the patient and duration of the disorder. 

In all the cases of chronic manic-depressive psychosis 
except one the encephalograms obtained by fractionated 
pneumoencephalography were abnormal, but in those 
with the intermittent form normal pneumoencephalo- 
grams predominated. In cases of intermittent melan- 
cholia the incidence of abnormal pneumoencephalograms 
was considerably higher, and in cases of chronic melan- 
cholia the incidence was 100°%. 

The authors suggest that the finding of an abnormal 
pneumoencephalogram during the course of a manic- 
depressive psychosis may predict the onset of atypical 
clinical symptoms, such as paranoid attacks or violent 
mania. It may also indicate the development of the chronic 
form of manic-depressive psychosis. J. MacD. Holmes 


894. Use of Reserpine (‘‘ Rau-Sed ’’) in the Treatment 
of the Senile and Cerebral Arteriosclerotic Psychotic 

N. BECKENSTEIN and L.S. PALMER. Psychiatric Quarterly 
[Psychiat. Quart.] 32, 266-272, 1958. 8 refs. 


Reserpine was administered orally to two groups of 
disturbed and uncooperative patients with psychoses in 
the older age group in Brooklyn (N.Y.) State Hospital. 
Reserpine in comparatively small dosage, not exceeding 
2 mg. daily, resulted in better control of the more trouble- 
some symptoms in many of these elderly patients. 
Irritability, agitation, assaultiveness, uncooperativeness 
and hostility were markedly lessened, and patients 
became more outgoing, cooperative and amenable to 
psychotherapy. In both groups, use of all other sedatives 
was discontinued; physical restraints were no longer 
required, and accidents were reduced in frequency. In 
the women’s group, electric shock therapy was discon- 
tinued. The work load of the nursing and other ward 
personnel was considerably lightened. Following reser- 
pine administration, patients with whom contact was 
previously difficult or impossible, became receptive and 
congenial, responding to what was being done for them. 
Throughout the study, no toxic effects were noted in 
either group. 

From this study, it appears that reserpine is useful in 
the practice of geriatric psychiatry. By its favorable 
effect on disturbed states, it may help to ease the burden 
that is brought about in a busy mental hospital by to- 
day’s increased admission rates, especially where there 
may be overcrowding and a limited staff. It is hoped 
that further research with reserpine will make possible 
the reduction of the use of electric shock therapy, with 
its hazards to the aged patient and its need for special 
groups. It is hoped also that, with the use of drugs 
like reserpine in private psychiatric practice, more aged 
patients may be made amenable to therapy at home, 
reducing the need for hospitalization. 

While, thus far, one cannot speak in terms of recovery 
in these cases, it is gratifying to know that agents are now 
available which can help to make these older patients 
more comfortable.—[Authors’ summary.] 
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Dermatology 


895. Predominantly Cutaneous Forms of Necrotising 


Angiitis 
M. Ruiter and H. N. HaAppers. Journal of Pathology 
and Bacteriology [J. Path. Bact.| 77, 71-78, 1959. 8 figs., 
14 refs. 


Necrotizing angiitis, a vascular disorder characterized 
by inflammatory reactions and fibrinoid changes, may 
be entirely or chiefly confined to cutaneous and sub- 
cutaneous vessels. In this paper from the University of 
Groningen, Holland, the authors discuss the features of 
these cutaneous vascular alterations, two groups being 
distinguished anatomically. In the first group, arterio- 
litis allergica cutis, the small superficial blood vessels in 
the connective tissue of the dermis are affected and a 
variety of skin eruptions may be seen, of which anaphylac- 
toid purpura is the simplest. Polymorphous nodules, 
sometimes resembling erythema multiforme, or necrotic 
papules, may appear. Venules as well as arterioles may 
be affected. Histologically, there is an accumulation of 
fibrinoid material in the vessel walls, which are thickened 
and partially necrotic and the lumen is narrowed. In- 
flammatory infiltration and oedema are seen in the vessel 
wall and around the vessel. 

In the second group, the cutaneous type of periarteritis 
nodosa, the changes in the vessels of the subcutis are 
similar to those described in periarteritis nodosa affecting 
the viscera, but in the cutaneous type the vascular changes 
are usually confined to the skin. Clinically, sub- 
cutaneous nodules, often painful, are found, but usually 
the internal organs are not affected. 

[Cutaneous periarteritis nodosa may also be present as 
purpura or as livedo reticularis.] S. T. Anning 


896. Treatment of Persistent Acne in Women with 17- 
alpha-Hydroxyprogesterone Caproate (Delalutin). A 
Preliminary Report 
K. C. Baker. Journal of Investigative Dermatology {J. 
invest. Derm.] 31, 247-250, Nov., 1958. 10 refs. 


The author reports the results obtained in 75 women, 
aged 15 to 36 years, seen in private practice suffering 
from various forms of acne who were treated with 17-a- 
hydroxyprogesterone caproate (“ delalutin ’’), an esteri- 
fied derivative of the naturally occurring progestogenic 
hormone which has a prolonged action following intra- 
muscular injection. The drug was given in a dose of 
125 mg. (1 ml.) administered monthly by deep injection 
into the gluteal muscles 14 to 18 days after the onset of 
menstruation for 2 to 8 months. 

The author states that the lesions were controlled in 
33 of 36 cases of acne vulgaris, 17 of 19 of acne cystica, 
2 out of 3 of acne rosacea, and 12 of 17 cases of 
seborrhoeic acne with seborrhoea capitis. [Various 
forms of additional concurrent therapy were, however, 
given in many of these cases.] Menstruation was upset 
by therapy in only 6 cases, the normal pattern being 
resumed when treatment was discontinued. No other 
adverse effects were observed and in particular there was 
no withdrawal bleeding. R. R. Willcox 
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897. The Nature of Itching in Dermatitic Skin 

R. P. ARTHUR and W. B. SHELLEY. Annals of Internal 
Medicine [Ann. intern. Med.] 49, 900-908, Oct., 1958, 
3 figs., 9 refs. 


Until recently histamine was the standard substance 


used for inducing pruritus experimentally. Gross prurj. 9. A 
tus has also been produced experimentally by rubbing § '™ Bé 
itch powder, which consists of the tiny spicules of the § * DU’ 
seedpod of cowhage, into an area of skin. Having § PI 
already found that the active pruritogenic agent in itch Brefs. 
powder is a proteinase, the present authors, at. the Uni- A de 
versity of Pennsylvania School of Medicine, examined q § Obstetr 
number of purified proteolytic enzymes for pruritic § bone n 
activity. It was found that the subepidermal introduc. § healthy 
tion of small quantities of these substances, particularly J reveale 
crystalline lyophilized trypsin, caused severe and pro- § deficier 
longed pruritus. Even single cowhage spicules when § had d 
introduced into the skin were active, and by this means § were b 
the existence of “itch points” could be accurately § some v 
determined. Histologically, these itch points were § case 0 
found to consist of free, unmyelinated nerve endings, § (haem 
spread at a level just below the epidermis. there v 
Using these new testing methods the authors carried § in the 
out a controlled study of the itch sensitivity and itch § that tl 
time in 5 patients with atopic dermatitis involving the § carefu' 
antecubital fossa and 5 patients with dermatitis of the § exami 
hands, areas of grossly dermatitic skin being tested. In § presen 
control subjects it was found that the antecubital fossa § portar 
was a less “ itchy ” area than the hand. In the patients J mothe 
with atopic dermatitis there was consistently increased 
sensitivity to itch stimuli in the antecubital fossa, while 
in patients with dermatitis of the hands the itch responses 900. 
were normal or subnormal, although the skin lesions Fluid | 
were in a “ naturally itchy” area. It is concluded that M. N 
“atopic dermatitis is the disease par excellence of § /u™ 
itching ”, and provides a clinical testing ground for anti- 1412, 
pruritic drugs. G. W. Csonka Int 
has b 
cereb: 
898. Oral Treatment of Ringworm with Griseofulvin | SU 
D. I. WiiuiaMs, R. H. MarTEN, and I. SARKANY. Lancet 
[Lancet] 2, 1212-1213, Dec. 6, 1958. 6 refs. a 
The authors present from King’s College Hospital, eryth 
London, a preliminary report on a trial of griseofulvin, jaunc 
an antibiotic with antifungal properties derived from A 
Penicillin griseofulvuum dierckx which can be taken orally, 
in the treatment of 9 cases of infection of the skin Of § ip. , 
nails due to Trichophyton rubrum and one case of infec- prog! 
tion of the scalp due to Microsporum audouini. The dose prote 
was arbitrarily fixed at 0-5 g. four times a day and 0 § jj, 


local treatment was given. While no conclusions aft 
of course yet possible, the early results in these few cases 
appeared to be encouraging; infected nails seemed to be 
recovering, palmar hyperkeratosis lessening, and in the 


TI 
case of ringworm of the scalp the fluorescence of haifs early 
under Wood’s light became dull and lustreless. Th § pio, 
patients reported that there was rapid relief of itching. low 


E. W. Prosser Thomas 
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Paediatrics 


NEONATAL DISORDERS AND 
PREMATURITY 


999. A Simultaneous Study of Bone Marrow of New- 
jon Babies and Their Severely Anaemic Mothers 

R. DuTTA~-CHAUDHURI and B. CHAUDHURI. Journal of 
Tropical Pediatrics (J. trop. Pediat.] 4, 71-74, Sept., 1958. 
§refs. 


A detailed examination, carried out at the College of 
Obstetrics and Child Health, Calcutta, of the blood and 
pone marrow of 30 newborn Indian babies, 9 born of 
healthy mothers and 21 of severely anaemic mothers, 
revealed that 9 had iron-deficiency anaemia, 7 showed 
deficiency of folic acid, vitamin B,2, and protein, and 5 
had dimorphous anaemia. Although all the babies 
were born between the 38th and 40th weeks of gestation, 
some weighed less than 54 Ib. (2,500 g.) at birth. In the 
case of mothers with severe anaemia of various types 
(haemoglobin values between 4 and 4-9 g. per 100 ml.) 
there was a correlation between the bone-marrow findings 
in the baby and in the mother. The authors conclude 
that the babies of severely anaemic mothers should be 
carefully studied for deficiency states, even though 
examination of the peripheral blood does not reveal the 
presence of anaemia at birth. They also stress the im- 
portance of improving the haematological status of the 
mother in the prenatal period.. A. White Franklin 


900. Studies on the Relation between Serum and Spinal 
Fluid Bilirubin during Early Infancy 

M. NASRALLA, E. GAWRONSKA, and D. YI-YUNG HsIA. 
Journal of Clinical Investigation [J. clin. Invest.| 37, 1403- 
1412, Oct., 1958. 4 figs., 44 refs. 


In recent years the serum bilirubin level in the newborn 
has been determined with increasing frequency, but the 
cerebrospinal-fluid (C.S.F.) bilirubin level has rarely been 
estimated. At Cook County Hospital, Chicago, the 
serum bilirubin level and the C.S.F. content of bilirubin, 
total protein, and haem pigment were studied in 34 
full-term infants, 49 premature infants, 17 infants with 
etythroblastosis foetalis, and 17 other children with 
jaundice. 

A significant correlation was observed between the 
level of bilirubin in the serum and that in the C.S.F., 
the ratio of the serum level to the C.S.F. level rising 
progressively with increasing birth weight and age. The 
Protein content of the C.S.F. decreased with increasing 
birth weight, and a significant correlation was found 
between the protein and the bilirubin concentrations in 
the C.S.F. There was also a direct relationship between 
the bilirubin and the, haem pigment levels in the C.S.F. 

These findings support the general view that during 
tarly infancy there is an increased permeability of the 
blood-brain barrier to bilirubin, especially in infants of 
low birth weight, and that the relationship of bilirubin 


in serum to that in the C.S.F. depends less upon the 
absolute concentration of serum bilirubin than upon 
such factors as the infant’s birth weight. R. M. Todd 


901. Serum Bilirubin Levels in the Newborn Infant and 
Their Relation to Clinical Icterus and Liver Function 
Studies 

M. Boain, S. P. Gottrriep, N. V. Levycky, and C. 
GraF. Journal of Pediatrics [J. Pediat.] 53, 529-537, 
Nov., 1958. 1 fig., 14 refs. 


At the Bridgeport Hospital, Bridgeport, Connecticut, 
an attempt was made to correlate the serum bilirubin 
level with the results of liver function tests and the serum 
cholesterol, protein, and alkaline-phosphatase levels, the 
haemoglobin level, the haematocrit values, and the 
degree of clinical jaundice in 25 normal infants during 
the first few days of life. 

No correlation could be established between the 
serum bilirubin level and the blood chemistry or the 
results of the cephalin flocculation and thymol turbidity 
tests, and even after 72 hours those infants with high 
serum bilirubin levels showed no signs of liver dysfunc- 
tion. A high serum bilirubin level was not associated 
with correspondingly reduced haemoglobin level or 
haematocrit values, nor was it possible to predict a high 
bilirubin level from the presence of clinical jaundice.. In 
fact in some infants jaundice was noted when the bili- 
rubin level was only moderately elevated, while others 
had a high bilirubin level but no jaundice. John Fry 


902. Neonatal Weight Loss in Infants of Diabetic 
Mothers. [In English] 

M. Oster and J. PEDERSEN. Acta endocrinologica [Acta 
endocr. (Kbh.)| 29, 458-466, Nov., 1958. 10 refs. 


The authors have studied the loss of weight during the 
neonatal period in 200 infants born to diabetic mothers 
at the Royal Maternity Hospital, Copenhagen, 100 of 
the mothers having received long-term treatment for 
diabetes, and 100 short-term treatment. The weight 
loss was compared with that in 100 healthy full-term 
infants and 100 infants of the same gestational age as 
the diabetic infants (36 to 38 weeks), but born to appar- 
ently healthy mothers. The average neonatal weight 
loss in the infants of diabetic mothers (expressed as a 
percentage of birth weight) was 7-6°% compared with 
3-3% in those of non-diabetic mothers, the greater the birth 
weight, the greater being the percentage loss of weight. 
The method of delivery did not appear to have any effect, 
the weight loss in infants of diabetic mothers being similar 
whether delivery was normal, by forceps, or by caesarean 
section. The loss of weight in infants of diabetic 
mothers was greater than that in healthy infants of the 
same gestational age. 

The authors discuss the probable reasons for this 
excessive weight loss in relation to increased urinary out- 
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put, increased loss of electrolytes in the urine, the effects 
of starvation, and differences in renal function resulting 
from changes in production of antidiuretic hormone and 
aldosterone. R. M. Todd 


903. Development of Ossification Centres in Infants of 
Diabetic Mothers. [In English] 

J. PEDERSEN and M. OsLer. Acta endocrinologica [Acta 
endocr. (Kbh.)] 29, 467-472, Nov., 1958. 2 figs., 14 refs. 


At Rigshospitalet, Copenhagen, the development of 
ossification centres in the knee-joint of 25 newborn infants 
of diabetic mothers was studied radiologically and com- 
pared with that in 10 infants of the same gestational 
age and 22 healthy full-term infants of non-diabetic 
mothers. On the 4th or Sth day after birth the average 
diameter of the distal epiphysis of the femur in these 
three groups was, respectively, 4-6, 5-6, and 7-3 mm., 
while the average diameter of the proximal epiphysis of 
the tibia was 2-5, 2-5, and 6-2 mm. respectively. These 
findings show that bone development in infants of 
diabetic mothers is delayed in spite of the greater weight 
and length of such infants. There is thus a marked 
discrepancy between maturity and growth. 

R. M. Todd 


904. The Influence of Maternal Iron Deficiency on the 
Newborn 

T. R. C. Sisson and C. J. LuNp. American Journal of 
Clinical Nutrition [Amer. J. clin. Nutr.] 6, 376-385, July— 
Aug., 1958. 3 figs., 16 refs. 


The effect on the newborn infant of maternal anaemia 
in the last half of the third trimester of pregnancy was 
studied, attention being directed to total erythrocyte 
volume and circulating haemoglobin (Hb) mass rather 
than to the Hb concentration and packed cell volume, an 
erythrocyte volume of 30 ml. per kg. body weight and 

“Hb mass of 11 g. per kg. being taken as the minimum 
normal values. The 66 mothers who were studied 
throughout pregnancy were healthy apart from the 
presence of anaemia in some. They were aged 20 to 
35 years and of varying parity, and were divided into 
three groups: (1) 20 non-anaemic mothers (Hb mass 
11-0 g. per kg. or more); (2) 21 moderately anaemic 
mothers (Hb mass 9-5 to 11-0 g. per kg); and (3) 25 
severely anaemic mothers (Hb mass below 9-5 g. per 
kg.). The infants, who were examined at 3 to 5 days, 
after the shifts in the plasma compartment had stabilized, 
were all normal infants of more than 39 weeks’ gestation 
and 2,500 to 4,090 g. birth weight, without neonatal 
complications or blood disorders. Blood was taken 
from the mother’s antecubital vein and the infant’s 
femoral vein, the methods used in examination being 
described in detail. 

No significant difference in Hb concentration and 
packed cell volume was found between the babies born 
to mothers in the three groups. The mean plasma 
volume for babies of Group 1 was 65-6 ml. per kg., of 
Group 2 60-8 ml. per kg., and of Group 3 58-2 ml. per 
kg. The mean total blood volumes were 111-7, 103-2, 
and 95-5 ml. per kg. respectively. Treatment of the 
mother with iron during pregnancy made no significant 
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difference to the mean total blood volume of the infants 
except in Group 3, the value for the 13 infants of yp. 
treated mothers in this group being 90-6 ml. per kg. 
compared with 112-3 ml. per kg. for the 12 infants of 
treated mothers. Differences in total erythrocyte volume 
between the three groups of babies reflected differences 
between the corresponding values for the mothers in late 
pregnancy, the mean erythrocyte volume for babies of 
Group | being 46-2 ml. per kg., of Group 2 42-4 mi 
per kg., and of Group 3 37-3 ml. per kg. Similarly, 
the mean total circulating Hb mass for babies of Group 
1 was 18-9 g. per kg., of Group 2 16-9 g. per kg., and of 
Group 3 18-1 g. perkg. The serum iron-binding capacity 
of all the newborn infants was totally or nearly totally 
saturated. 

The authors conclude that anaemia of the mother 
during pregnancy is shared by the infant, a trend which 
can be lessened by treatment of the mother with iron. 
Maternal anaemia may be expected to influence the fre- 
quency with which iron-deficiency anaemia occurs in 
later infancy. A. White Franklin 


905. Bacillus faecalis alcaligenes Septicaemia in the 
Newborn 

S. A. Doxtapis. Proceedings of the Royal Society of 
Medicine [Proc. roy. Soc. Med.| 51, 959-962, Nov., 1958. 
1 fig., 2 refs. 


In the neonatal and premature baby unit of the 
Alexandra Maternity Hospital, Athens, over a period of 
3 years a number of infants were found to be suffering 
from a bacteriaemia due to Bacillus faecalis alcaligenes. 
The dominant clinical feature was the appearance of red 
erysipelas-like patches affecting various parts of the 
body, but most often the face and neck. The patches 
were bright red, well delineated, and occasionally indur- 
ated; in view of the fact that their shape and intensity 
changed from day to day it is suggested that they were 
probably a vasomotor phenomenon. It was noted that 
spontaneous fading of the patches did not improve the 
prognosis. In only a few cases was there pyrexia, but 
listlessness, difficulty in feeding, and other signs of an 
infection were common. The organism was found to 
be resistant to penicillin and all other antibiotics. 

In all, 28 typical cases were observed, but in addition 
there were 16 others which showed the clinical picture 
but in which blood culture could not be made, 4 cases in 
which the red patches were associated with septicaemia 
due to other organisms, and 4 in which septicaemia due 
to B. faecalis alcaligenes occurred, but in which the red 
patches were absent. Of the 32 infants in whom blood 
culture for B. faecalis was positive, 22 were boys and 10 
girls; only 15 however were classed as premature infants 
(birth weight under 2,500 g.). The condition appeared 
between the 3rd and 7th day of life; it is of interest that 
diarrhoea was present in only 2 of the 32 patients. In 10 
cases the infant was in good condition apart from the 
syndrome and had no other preceding or associated 
illness. In these “ pure” cases the clinical picture was 
no different from that in any other septicaemic illness 
of the neonatal period, apart of course from the red 
patches. Of the 32 patients with a positive blood culture 
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19 died, death occurring between 12 hours and 11 days 
from the first appearance of the red patch. Most of the 
deaths (15) occurred among the 32 patients with other 
complicating diseases, only 4 occurring among the 10 
“ ” cases. The author comments on the high 
incidence represented by these cases, compared with the 
paucity of reports of similar cases in the literature. He 
suggests that in the past such a condition would probably 
have been diagnosed as erysipelas, for it was the resistance 
of what appeared to be cases of that disease to treatment 
with penicillin that stimulated the present investigation. 
E. H. Johnson 


96. A New Method of Treatment of the Umbilical Cord. 
(0 Hopom cnoco6e yxona 3a 

N. M. Dororeev. /7eQuampua [Pediatrija] 36, 52-54, 
No. 10, Oct., 1958. 


The author describes a new method of dealing with the 
umbilical cord of the newborn infant which, it is claimed, 
results in speedier separation and less liability to com- 
plications such as sepsis or umbilical hernia. It is as 
follows. The cord is severed 10 to 15 cm. from the 
umbilicus, dried, and wrapped in sterile cotton wool. 
Acurved clamp, without teeth or ridges and with blunted 
edges, is then applied close to the umbilicus, care being 
taken to avoid injury to the skin; a stout silk ligature is 
tied tightly just proximal to the clamp, which is now 
removed, and the cord cut 4 or 5 cm. below this. The 
cord remnant is then gently ‘“‘ milked ” of blood, lymph, 
and mucus either with sterile napkins or swabs of sterile 
cotton wool, and only when this process is complete is 
it bound round with sterile triangular bandages through- 
out its length right up to the umbilicus. -A binder is 
then applied tightly at the level of the umbilicus in the 
usual way. The bandages are changed once daily to 
keep the cord dry. After it has separated—as it usually 
does within 5 days—one application of 10% potassium 
permanganate is given, and thereafter the stump is 
treated with 194 permanganate solution until healed. 
If any moist secretion occurs “ streptocide ”’ (sulpha- 
chrysoidine) or “‘ xeroform ” (bismuth tribromphenate) 
is applied as a powder. 

It is stated that with this treatment the cord undergoes 
complete mummification in 48 hours. Of 300 cases so 
treated, the cord separated within 5 days in 96-8%, while 
the “‘ wound ” was quite healed within 9 days in 92-5%; 
no umbilical infection or hernia occurred in any of these 
infants. L. Firman-Edwards 


907. Weight Gain and Blood Proteins in the Premature 
Infant Treated with Human Plasma by Mouth. (Incre- 
mento ponderale e proteinemia nell’immaturo trattato 
con plasma umano per os) 

F.RAGAZZINI and A.SANGIORGI. Rivista di clinica pedia- 
trica [Riv. Clin. pediat.] 62, 221-234, Sept. [received 
Nov.], 1958. 1 fig., 36 refs. 


From the Paediatric Clinic of the University of Flor- 
ence the authors report an investigation which was carried 
out on 10 pairs of premature twins, 3 of which were born 
in the 7th month of pregnancy and 7 in the 8th month. 
The smaller member of each pair was placed in the experi- 


x 


289 


mental group (weight 1,780 to 2,160 g.) and the larger 
member in the control group (weight 1,820 to 2,500 g.). 
The former were given 4 ml. of human plasma 4 times 
daily by mouth, treatment starting within the first 5 days 
of life and lasting for 15 days. Both groups were given 
a diet consisting of 15 to 20 ml. of 4-7% glucose solution 
every 3 hours for the first 24 hours, followed by 3-hourly 
feeds of human milk, starting with 5 to 10 ml. and 
increasing each day by 5ml. The average gain in weight 
per kg. body weight per day in the control group was 
3-80 g. in the first week and 6-76 g. in the second week, 
while in the experimental group the figures were 9-57 and 
12-09 g. respectively. Franz Heimann 
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908. Etiology of the Severe Form of Idiopathic Hyper- 
calcemia of Infancy: a Defect in Vitamin D Metabolism 
F. X. Fevers and R. SCHWARTZ. New England Journal 
of Medicine [New Engl. J. Med.| 259, 1050-1058, Nov. 
27, 1958. 2 figs., 35 refs. 


From the Children’s Medical Center (Harvard Medical 
School), Boston, the authors present the case histories of 
3 infants who were found to be suffering from severe 
idiopathic hypercalcaemia. All 3 had appeared to be 
normal at birth but had failed to thrive; they had been 
given vitamin D in varying doses to a maximum of 1,500 
units daily up to the time of diagnosis, which was finally 
established at the age of 7, 9, and 18 months respectively. 
It was thought that there was increased tubular reabsorp- 
tion of phosphate. Investigation revealed a markedly 
positive calcium balance, the net absorption varying from 
17 to 35% of the intake. There was also some evidence 
of abnormality in lipoprotein metabolism. 

Serum vitamin-D activity, determined by the method of 
bioassay in rachitic weanling rats (which i is described), 
was found to be 20 to 30 times that in normal infants. 
This suggested that the primary aetiological factor in 
idiopathic hypercalcaemia of the severe type is a defect 
in the metabolism of vitamin D or related substances, 
and that the disease should therefore be included in the 
growing list of those attributable to inborn errors of 
metabolism. R. S. Illingworth 


909. Paraproctitis in Children. ([lapanpoxrutn y 
netei) 

L. L. Gow’pzanp. J7eduampua [Pediatrija] 36, 55-56, 
No. 10, Oct., 1958. 

The author discusses paraproctitis in children, with 
reference to 8 cases of this disorder seen in patients aged | 
from 8 months to 14 years. Of these cases, the site was 
ischio-rectal in 6 and submucosal in 2, while the infecting 
organism was Staphylococcus albus in 4, Staph. aureus 
in 2, Escherichia coli in one, and in the remaining case 
was not identified. Treatment was by incision and 
drainage, together with administration of ar antibiotic, 
usually penicillin. Adequate vitamins and a low-residue 
diet were alsc given. 

The commonest cause of paraproctitis is lack of hygiene 
complicated by infection of excoriations and fissures of 
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the perianal skin resulting from the scratching associated 
with helminthic infestation, especially by threadworms, 
which are prone to cause pruritus; such infestation was 
present in the majority of the author’s cases. Improved 
instruction in hygiene, early treatment of helminthic 
infestation, and the use of soft cleansing materials such 
as cotton wool or soft tissue after defaecation are the 
best measures of prophylaxis. L. Firman-Edwards 


910. Intussusception in Infancy and Childhood. An 
Analysis of Seventy-seven Cases Treated by Barium 
Enema 

M. M. Ravitcu. New England Journal of Medicine 
[New Engl. J. Med.] 259, 1058-1064, Nov. 27, 1958. 
6 figs., 16 refs. 


The author recalls that in an earlier review (Ravitch 
and McCune, J. Pediat., 1950, 37, 153; Abstr. Wid Surg., 
1951, 9, 132) of 152 cases of intussusception in infants 
seen at the Johns Hopkins Hospital, Baltimore, up to 
1948, 32 of the later cases were treated primarily by 
barium enema with good results. Since that time hydro- 
static pressure reduction of intussusception by barium 
enema under fluoroscopic control has been the treatment 
of choice, and since 1950 45 additional cases have been 
so treated; in the present paper these 77 cases (out 
of a total of 199 admissions for intussusception) are 
reviewed. 
There were no fatalities in the series. The importance 
of early diagnosis is stressed; in the present series the 
average duration of symptoms was 25 hours, but in 6 
it was over 50 hours, being 84 hours in one and 96 in 2. 
The method is as follows. As soon as the diagnosis is 
suspected the intravenous administration of fluids and 
gastric aspiration are begun. In the fluoroscopy room 
an ungreased 45-ml. Foley bag catheter is inserted into 
the rectum and barium run in from a height of 3 to 34 ft. 
(0-9 to 1:3 m.); anaesthesia is not necessary. When the 
enema head reaches the apex of the intussusception the 
diagnosis is confirmed by noting that its previous con- 
vexity becomes concave. The pressure is maintained 
until reduction is complete. If barium does not then flow 
freely into the ileum a laparotomy is performed at once. 
In this series the time required to complete reduction 
varied from 5 seconds to one hour. Exposure to x rays 
is fractional and intermittent. Once it becomes obvious 
that the column of barium has been arrested for 10 to 
15 minutes the method should be abandoned and opera- 
tion undertaken. As a confirmatory measure powdered 
charcoal is placed in the child’s stomach through a tube 
immediately after completion of reduction and 6 hours 
later an enema is administered to recover the charcoal 
and prove beyond doubt the relief of obstruction. In 
summary the indications of successful reduction are: 
(1) observed entrance of the barium into the small bowel; 
(2) the return of barium with faeces or flatus; (3) dis- 
appearance of the mass of obstructed intestine; (4) sud- 
den clinical improvement, the child often dropping off 
into a natural sleep; (5) the recovery of charcoal given 
by mouth or the appearance of a blood-free stool. 

In 53 (69°) of the 77 cases the treatment was successful. 
In 5 more cases operation was performed, but served only 


to confirm that the barium enema had suc 
reduced the intussusception, thus raising the number of 
cured cases to 58 (759%). In one case reduction was im. 
possible even at operation and resection had to be carried 
out. In the remainder the reduction was simple a 
laparotomy, but a Meckel’s diverticulum formed the 
apex of the intussusception in 3 cases, an enteric cyst in 
one, and an unusually large lymphoid patch in one. 
There were 3 cases of recurrence. In the author’s experi- 
ence the position of the apex of the obstruction has little 
to do with the likelihood of complete reduction by enema 
alone, nor does the duration of the intussusception or 
the age of the patient significantly affect the outcome. 
Finally the author emphasizes that if manual pressure on 
the abdomen is in all circumstances avoided and the 
barium canister raised no higher than 3} ft. (1-3 m) 
above the table gangrenous bowel will not be reduced 
nor the bowel perforated. Andrew M. Desmond 


911. Respiratory Studies in Children. IV. The Effect 
of Bronchodilator Drugs on the Lung Volumes in Symptom- 
free Asthmatic Children. [In English] 

S. KRAEPELIEN. Acta paediatrica [Acta paediat. (Upp- 
sala)| 47, 549-559, Sept., 1958. 6 figs., 13 refs. 


In this further study of pulmonary function in sick and 
healthy children, carried out at Karolinska Institutet, 
Stockholm, the subjects were 24 symptom-free asthmatic 
children, whose ages ranged from 6 to 15 years. In 15 
of the cases the functional residual capacity was deter- 
mined before and after the inhalation of a 1% solution 
of isoprenaline as aerosol, and in 15 before and after the 
intravenous injection of about 6 mg. of aminophylline 
(0-25 ml. of a 2:5% solution) per kg. body weight. 

A significant lowering of residual volume, functional 
residual capacity (after isoprenaline only), and vital 
capacity was noted after administration of these broncho- 
dilator drugs. Since the changes in lung volume appear 
to be partly of functional origin, the author stresses that 


prolonged treatment with bronchodilator drugs should | preci 


diminish the risk of parenchymal injury in asthmatic 
children, who manifest a hyperinflation of the lungs 
during symptom-free periods. G. B. West 


912. Respiratory Studies in Children. V. Maximal 
Breathing Capacity in Healthy and in Symptom-free 
Asthmatic Children, 7-14 Years of Age. [In English] 
I. ENGstr6m, P. KARLSBERG, S. KRAEPELIEN, and G. 
WENGLER. Acta paediatrica [Acta paediat. (Uppsala)| 
47, 560-567, Sept., 1958. 3 figs., 22 refs. 


In this, the fifth study in the series on respiration in 
children [see Abstract 911], the maximal breathing 
capacity, defined as the maximum volume of gas that 
can be breathed per minute, was determined in 46 healthy 
children aged from 7 to 14 years and in 19 asthmatic 
children in the same age range. A correlation was 
found between body height and the maximal breathing 
capacity, but not between height and resting minute 
volume. The test showed that in symptom-free asth- 
matic children as a group there was significantly decreased 
maximal breathing capacity, indicating some ventilatory 
insufficiency in these subjects; it is pointed out, however, 
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that the inherent errors of the method render it unsuit- 
able for evaluation of pulmonary function in individual 
cases. G. B. West 


913. The Epidemiology of Nocturnal Enuresis 
G. Cust. Lancet [Lancet] 2, 1167-1170, Nov. 29, 1958. 


This paper by the Medical Officer of Health of a Rural 
District of Lincolnshire describes the results of a con- 
trolled investigation of the enuretic child and his environ- 
ment. From the 180 enuretic children (108 boys and 
72 girls) in a school population, 20 (12 boys and 8 girls) 
were selected by random sampling for detailed study. 


* TEach child was paired with a non-enuretic child of the 


same age and sex who lived in the same district and 
attended the same school. Information was obtained 
from the child, the mother, the school-teacher, and the 
health visitor. 

The findings, which are presented in 28 tables, are 
briefly discussed, statistical significance being indicated 
where present. Among the topics considered were: 
previous admission of the child to hospital, excluding 
admission for enuresis (this had occurred more often in 
the enuretics); presence of an indoor toilet (Commoner 
in the control group); presence of a positive family 
history (commoner in the enuretics); educational attain- 
ment (higher in the controls); and the depth of sleep (no 
difference). The effect of bed-wetting on the enuretic 
wd his family is also considered, and it is noted that 
wually the child, and often his parents, tried to conceal 
theenuresis. The extra washing needed was a source of 
mnoyance to 16 of the mothers, particularly because of 
the difficulties arising when away on holiday. 

From this investigation the typical enuretic emerges 
sa child of lower than average educational attainment 
vho is constitutionally predisposed to bed-wetting. 
The usual environment is that of a poor home with many 
motional problems, some of which are due to the bed- 
wetting. Illness or admission to hospital may be the 
precipitating factor. 

[Three criticisms may be made of this paper: Firstly, 
there is no indication of the severity of the enuresis under 
discussion. Secondly, it is not stated how the controls 
were selected, except that they were matched for age, sex, 
district, and school; this is the crux of the whole investi- 
ution, as any bias toward enlisting the aid of cooperative 
ad intelligent children and their mothers to act as con- 


. |ttols might invalidate the findings. Lastly, it is unfor- 


tunate that no reference is made to previous work on this 
subject] John Rendle-Short 


4. Investigation of the Functional State of the Thy- 
tid Gland in Children by Means of Radioactive Iodine. 
UccnenopaHue dyHKUMOHANbHOrO COCTOAHHA LWIMTO- 
MIHOH y C NOMOMIbIO MedeHOrO Homa) 
L. F. BerezKov. J7eQuampua [Pediatrija] 36, 32-36, 
No. 11, Nov., 1958. 2 figs., 17 refs. 


A method is described for the assessment of thyroid 
function in children by the administration of radio- 
Xtive iodine (1311), the rate of uptake and maximum level 
absorption of the isotope by the gland being then 
determined by means of surface measurements of radio- 
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activity. To determine the normal values a group of 50 
children aged 7 to 15 years were carefully examined and 
20 (14 boys and 6 girls aged 8 to 15 years) selected as 
“healthy ’’. To each was administered, in the fasting 
state, 0-5 yc. of 1311 in 20 ml. of physiological saline. 
Radioactivity over the thyroid gland was measured with 
“Instrument B2” [a counter widely used in the Soviet 
Union in work with radioactive isotopes] at intervals of 
2, 4, 6, 8, 24, 48, and in some cases 72 and 96 hours after 
administration of the dose. After 2 hours the propor- 
tion of the dose absorbed ranged from 5% to 166% 
(average 9-8°%) and after 24 hours from 5% to 40% 
(average 27%). In 15 cases the maximum level of ab- 
sorption was reached within 24 hours, and in the remain- 
ing 5 within 48 hours. The mean value at 24 hours was: 
higher than that obtained in similar tests on healthy 
adults by Fateyev, which was 17-99%. The highest level 
of absorption in the present series was found in children 
of 8 to 9 years. 

Comparative tests on a group of children who were 
convalescent from acute rheumatism gave figures similar 
to those for the healthy group, while in a group with 
chronic tonsilitis the rate of uptake was normal, but the 
maximum level of absorption was higher than in the 
healthy group. In a group of children with hyper- 
thyroidism both values were increased, levels of 44 to 
70°% being reached within 24 hours. 

Margot G. Dunlop 


915. Prematurity and ‘‘ Cerebral Palsy ”’ 
P. E. PoLani. British Medical Journal [Brit. med. J.] 2, 
1497-1499, Dec. 20, 1958. 42 refs. 


The author presents a review of the literature dealing 
with the association between prematurity and cerebral 
palsy, the latter being defined as “‘ a persisting qualitative 
motor disorder due to non-progressive damage of the 
encephalon occurring before the growth of the central 
nervous system is complete”’. The figures given in the 
various studies cited all support the view that the inci- 
dence of prematurity is much higher in infants with cere- 
bral palsy than in a comparable control population. 
Cerebral palsy, like prematurity, is an aggregate of 
clinical syndromes of varied origin. The factors causing 
the latter condition act on the foetus at different stages 
and with varying intensity, while birth weight affects the 
incidence of cerebral spastic paraplegia. It has been 
shown that in premature infants weighing less than 4 Ib. 
(1,800 g.) the chance of developing cerebral paraplegia 
is about 1 in 20. 

Another study has shown a high degree of correlation 
between prematurity and dystonic/choreo-athetoid cere- 
bral palsy following severe neonatal jaundice not due to 
blood-group incompatibility, premature babies having a 
greater tendency to a rise in the serum bilirubin level 
presumably because of the inability of the foetal liver 
to conjugate the liposoluble bilirubin with glucuronic 
acid to form water-soluble pigments I and II, with the 
result that the liposoluble pigment crosses the blood-— 
brain barrier and produces kernicterus. This process 
may be increased by the administration of excess vitamin- 
K analogues or sulphafurazole, an agent which is known 
to favour kernicteric damage, possibly by lowering the 
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threshold of the blood-brain barrier. Other mechanisms 
postulated include “‘ anoxic” or mechanical trauma 
at birth, prematurity being associated with a high in- 
cidence of breech delivery, but for various reasons it 
is considered that in only a small proportion of cases are 
obstetrical factors responsible for lesions causing cere- 
bral palsy. If a developmental mechanism is at work 
then the cause of cerebral palsy may well be the same as 
the cause of the prematurity. Lilienfeld and Parkhurst 
postulated a “continuum of reproductive wastage ”’, 
with cerebral palsy as one link, and other elements such 
as mental defect, epilepsy, behaviour disorder, and 
lowered intelligence all representing the results of a 
harmful association between prematurity and brain 
damage. 

Recent experiments suggest the possibility of a hyper- 
oxic mechanism. The metabolism of the foetal nervous 
system is relatively anaerobic, so that “ premature birth 
may at times cause post-natal interference in development 
and maturation of critically maturing neurones” by 
depriving them of the environment favourable to these 


processes. This hypothesis requires turther investiga- 


tion. M. R. Medhurst 


916. Electroencephalographic and Clinical Study of 
Anoxic Convulsions in Children. Their Location within 
the Group of Infantile Convulsions and Their Differentia- 
tion from Epilepsy 

H. Gastaut and Y. Gastaut. Electroencephalography 
and Clinical Neurophysiology (Electroenceph. clin. Neuro- 
physiol.] 10, 607-620, Nov., 1958. 3 figs., 23 refs. 


The authors, writing from the University of Marseilles, 
express the view that convulsions in infancy are often 
due to episodes of cerebral anoxia and not, as is often 
assumed, to an epileptic process. In a study of 176 
. infants and children aged a few months to 5 years for 
whom adequate clinical details concerning the attacks 
were available the electroencephalogram (EEG), electro- 
cardiogram (ECG), and respiratory amplitude and rate 
were recorded simultaneously during the waking state, 
during natural sleep, and also during photic stimulation 
and hyperventilation (where possible). In each case the 
ocular globes were compressed strongly for a period not 
exceeding 10 seconds, the procedure being sometimes 
repeated 2 or 3 times. This manceuvre produced anoxic 
convulsions in 24 children of a mean age of 28 months, 
that is, in 13-5% of the cases. In these 24 children the 
EEG, ECG, and respiration were normal before ocular 
compression, but in each case marked changes in cardiac 
and/or respiratory rhythm were observed during com- 
pression, these changes being accompanied by paroxys- 
mal slow activity in the EEG. é 

The authors point out that neurologists and paedia- 
tricians are often unaware of the possibility of an anoxic 
mechanism for childhood convulsions. They believe 
that many so-called essential, hyperthermic, and even 
afebrile convulsions in childhood are due to this mechan- 
ism, and breath-holding seizures in particular are certainly 
due to this cause. Polygraphic recordings of the type 
described may succeed in identifying the nature of these 
attacks. They stress that the long-term prognosis is 
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very much better in such cases than in those in which 
the attacks are due to an epileptic mechanism. 
John N. Walton 


917. The Clinical Picture and Diagnosis of Kaposi’s 
Varicelliform Eruption in Children. (K sonpocy knunuxy 
MHarHOCTHKM Mycrynesa y 
E. L. Kirer. J7eOuampua [Pediatrija] 36, 13-18, No. ll, 
Nov., 1958. 1 fig., 9 refs. 


The author discusses the clinical features of Kaposi's 
varicelliform eruption and describes 11 cases admitted 
to the First Children’s Hospital, Moscow during the 
period 1954-7, 2 of which were fatal. The patients (6 
male and 5 female) ranged in age from 5 to 13 months 
and were admitted between the Ist and 6th days of 
illness. 

Eczema had been present in all cases for 2 to 64 months 

before the development of pustules, the areas affected 
including the face, scalp, trunk, flexures, and buttocks, 
The severity ‘of the pustular stage bore no relation to the 
duration of the eczema, but was definitely related to the 
wideness of its distribution. The onset was acute in all 
cases, with rapid development of toxaemia and collapse. 
Nuchal rigidity and a positive Kernig’s sign were noted 
in one case. The pustules showed a tendency to conflu- 
ence, and umbilication was noted in the more peripheral 
lesions. A red-brown scab formed, which separated to 
leave a red macule. Lesions occurred on the mucous 
membranes, and tracheotomy was required in one 
case. 
The eczema disappeared with the onset of pustule for- 
mation, but recurred after recovery. The temperature 
was high initially in all cases and returned to normal after 
8 to 10 days’ illness, though the signs of toxaemia and 
regional lymphadenitis persisted longer. Lumbar punc- 
ture was performed in one case, clear fluid being obtained 
under increased pressure. Two patients died, one of 
septicaemia on the 6th day and the other of pneumonia 
on the 8th day. The preceding eczema in both cases 
had been widespread. The virus of herpes simplex was 
recovered from tissue cultures inoculated with pustular 
fluid from 2 cases. None of the patients had at any 
time been in contact with cases of herpes simplex or 
vaccinia. 

The condition is differentiated from pyoderma, 
chicken-pox, and acute eczema by the typical appearance 
of the pustules and their localization to areas of previous 
eczema and by the severity of the illness. The lack of 
any known specific treatment is noted. In the present 
series gamma globulin was given intramuscularly every 
2 to 3 days, with penicillin and streptomycin in the usual 
doses to prevent secondary infection. Nikethamide, 
oxygen, and intravenous glucose and plasma were given 
as required. Margot G. Dunlop 


918. Interstitial Plasma Cell Pneumonia Due to Paes 
mocystis carinii in California. Report of a Case with 
Autopsy Findings 

R. A. PARKER and C. N. TscHETTER. Stanford Medical 
Bulletin [Stanf. med. Bull.] 16, 244-249, Nov., 1958. 
4 figs., 15 refs. a 
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Medical Genetics 


919. Phenylketonuria: the Phenylalanine—Tyrosine Ratio 
in the Detection of the Heterozygous Carrier 

D. YI-YUNG Hsta. Journal of Mental Deficiency Re- 
search [J. ment. Defic. Res.]2, 8-16, June [received Aug.], 
1958. 11 refs. 


In a phenylalanine tolerance test carried out at the 
Children’s Memorial Hospital (Northwestern University 
Medical School), Chicago, on 19 normal individuals and 
15 parents of phenylketonuric patients, blood samples 
for analysis were taken at one and 2 hours after the oral 
administration of a test dose of 0-1 g. of L-phenylalanine 
per kg. body weight after an overnight fast. It was 
found that the ratio of phenylalanine to tyrosine in the 
one-hour sample was a better discriminant of the two 
groups (that is, normal homozygotes from heterozygotes) 
than was the sum of the plasma phenylalanine levels at 
one and 2 hours. Similar studies on close relatives of 
the patients suggested that the distribution of hetero- 
zygotes in these families is consistent with a single-gene 
inheritance. H. Harris 


920. The Significance of Twins in Mongolism in the 
Light of New Evidence 


A. J. Keay. Journal of Mental Deficiency Research 
[J. ment. Defic. Res.] 2, 1-7, June, 1958. 30 refs. 


In this communication from the University of Edin-_ 


burgh the author reviews the literature concerning the 
occurrence of mongolism in twins and surveys 162 twin 
pairs so reported, in 49 of which however no information 
regarding the zygotic type was available. 

The frequency of monozygotic twins in whom at least 
one member was a mongol is shown to be less than would 
be expected from theoretical considerations. It is sug- 
gested that this might have arisen either because of the 
difficulty in recognizing twins as monozygotic if one 
member was a mongol, or because intra-uterine death of 
one or both twins may occur more frequently when 
both members of the pair are mongols. No certain 
example of mongolism in one member only of a mono- 
zygotic twin pair has been recorded. H. Harris 


921. A Contribution to the Genetics of Sickle-cell 
Anaemia: the Maintenance of a High Frequency of the 
Sickle-cell Trait in the Belgian Congo. (Contribution a 
la génétique de la sicklémie: maintien de la fréquence 
élevée de sicklémie au Congo belge) 

J, De_Brouck. Annales de la Société belge de médecine 
tropicale [Ann. Soc. belge Méd. trop.) 38, 103-134, April 
30 [received Sept.], 1958. 1 fig., bibliography. 


The sickle-cell trait (S.C.T.) is found in individuals 
heterozygous for the autosomal dominant gene which 
determines the presence of sickle-cell anaemia (S.C.A.) 
in homozygous individuals. Both S.C.T. and S.C.A. are 
common among African negroes, but there are marked 
differences between different ethnic groups, the incidence 
of $.C.T. varying from less than 1% in South Africa to 


20 or 30%.in parts of Central Africa, especially the 
Belgian Congo. In this paper the question is examined | 
how the gene frequency is maintained in these popula- 
tions in spite of the high mortality among homozygous 
individuals in early life. 

There are three possible mechanisms whereby the 
genetic equilibrium is maintained: (a) a high mutation 
rate; (5) exceptionally low mortality among hetero- 
zygotes; and (c) exceptionally high fertility rates among 
heterozygotes. The first possibility is rejected on the 
basis of evidence previously assembled, together with 
the fact that the necessary mutation rate would have to’ 
be as high as 3°%% and to differ as between closely related 
ethnic groups. To determine whether the other two 
factors play a significant role in maintaining the hetero- 
zygote frequency of 25°% in the Belgian Congo the author 
studied data derived from the examination of 11,288 
individuals among the Mongo of the Coquilhatville 
district. Of these, 2,729 had S.C.T., there being no 
significant sex differences in the incidence of the trait. 

The chance of survival to adult life of an infant with 
S.C.A. appeared to be about 4%. The age-incidence 
curve for S.C.T. showed a slow and non-significant rise 
to age 15, followed by a sharp and significant rise at age 
40 and a sharp fall after age 50. There is thus some 
evidence of greater resistance to illness among young 
children with S.C.T., though this could contribute only 
minutely to the maintenance of the gene frequency, 
while the unexplained rise at age 40 could hardly play 
any significant role because of the low fertility of 
this age group. The alleged enhanced resistance of 
individuals with S.C.T. to malignant tertian malaria 
was then examined. Among children under 10 with 
malaria the incidence of S.C.T. was lower than expected, 
while the degree of parasitism was below the expected 
figure among children with S.C.T. On the other hand 
there was some evidence that patients with leprosy who 
have S.C.T. are more likely to develop the more severe 
lepromatous forms of the illness, though reports that 
S.C.T. appears to enhance resistance to pulmonary 
tuberculosis were not confirmed. 

In a statistical investigation of 3,562 Mongo women 
and their descendants the fertility of the 916 with S.C.T. 


. was found to be significantly higher than that of the 


remainder, though the difference was confined to women 
over 30 years. Similar results are stated to have been 
found in males, mainly over 40 years of age, by Allard 
(Ann. Soc. belge Méd. trop., 1955, 35, 649). The author 
concludes that this higher fertility of the population with 
S.C.T. plays a major part in maintaining the gene fre- 
quency. R. H. Cawley 


922. Genetic Studies of Gastric Cancer in Humans: an 


Appraisal 
S. GRAHAM and A. M. LILIENFELD. Cancer [Cancer 
(Philad.)] 11, 945-958, Sept.—Oct., 1958. 29 refs. 
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923. The Effect of Chlorine in Water on Enteric Viruses 
S. Ketty and W. W. SANDERSON. American Journal of 
Public Health [Amer. J. publ. Hith] 48, 1323-1334, Oct., 
1958. 5 figs., 12 refs. 


The authors describe an extended series of experiments 
carried out in the laboratories of the New York State 
Department of Health, Albany, on the inactivation by 
chlorine of poliomyelitis viruses and other enteric viruses 
of the Coxsackie group. Regarding both methods and 
materials elaborate precautions were taken—themselves 
necessitating much preliminary experiment—to minimize 
the effects of chlorine demand and to guard against 
fallacy. [These can be appreciated only by reference to 
the text, and the following summary is therefore confined 
to the results.] 
It was found that chlorination of water according to 
the usual standards for disinfection—that is to provide a 
free residual chlorine concentration of 0-2 p.p.m. for 
10 minutes’ contact at pH 7—failed to produce complete 
inactivation of enteric viruses. Such a result required 
30 minutes’ contact with free residual chlorine concen- 
trations of 0-2 to 0-3 p.p.m. or at Jeast 4 hours’ contact 
with a combined residual chlorine concentration of 0-7 
p.p.m. Other factors affecting inactivation were the 
strain of the virus and the temperature of the water. 
It is suggested that at pH 7 and 25° C. at least 30 minutes’ 
contact with a minimum free residual chlorine concentra- 
tion of 0-3 p.p.m. is necessary to ensure inactivation of 
these viruses. 

The strains tested, in decreasing order of sensitivity, 
’ were: Coxsackie B5, poliovirus Type I (Mahoney), 
poliovirus Type 2 (M.E.F.,), Coxsackie B1, poliovirus 
Type 3 (Saukett), and poliovirus Type 1 (MK 500). 
At pH 8 the contact period needed for the inactivation 
of some strains was more than double that at pH 7, while 
a reduction of temperature by 20° C. caused a 2- to 15- 
fold slowing of the process. R. J. Matthews 


924. Asian Influenza Vaccine: Effect of Age and Sche- 
dule of Vaccination upon Antigenic Response 

G. M. Bayne, O. C. Liu, and W. P. BoGer. American 
Journal of the Medical Sciences |Amer. J. med. Sci.| 236, 
290-299, Sept., 1958. 11 figs., 8 refs. 


The antibody response to intradermal or subcutaneous 
injection of a monovalent Asian influenza vaccine was 
studied with special reference to the effect on antibody 
titre of the age of the patient and a single- or two-dose 
primary injection. The response to a_ single-dose 
primary vaccination was better in subjects over 40 years 
of age than in those under 40. The response to a two- 
dose immunization with an interval of 4 weeks between 
the doses was superior to the response to either a single 
dose or to two doses with an interval of 2 weeks between 
them. Subcutaneous was more effective than intra- 
dermal injection of a single dose in subjects without 
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previous experience of the antigen. However, when two 
doses were given with a 4-week interval between each 
dose the response to intradermal injection was similar 
to that to subcutaneous administration. 

D. Geraint James 


925. The Incidence of Poliomyelitis Virus in Norma 
Children under 5 Years 
Pusiic HEALTH LABORATORY SERVICE. Monthly Bulletin 
of the Ministry of Health and the Public Health Laboratory 
Service [Monthly Bull. Minist. Hlth Lab. Serv.] 17, 231- 
238, Oct., 1958. 1 fig. 


A preliminary report is presented of the results of a 
survey undertaken by the Central Public Health Labom- 
tory Service, London, in collaboration with local health 
authorities to provide information on the poliomyelitis 
carrier rate in children under 5 in England and Wales in 
1957-8. 

The sampling of children differed slightly from one 
area to another, but was everywhere based on the regis- 
tered births in the area concerned. Altogether 8,864 
specimens of faeces from 21 areas were examined, the 
techniques of examination including HeLa cell, human 
amnion cell, and monkey kidney tissue cultures. The 
results are presented in a table together with the cor- 


- rected notifications of cases of paralytic and non-para- 


lytic poliomyelitis in the areas concerned. At the begin- 
ning of the epidemic period in the summer of 1957 the 
carrier rate followed the curve of notified cases fairly 
closely. There was no evidence of a rise in the carrier 
rate before the occurrence of cases of paralytic polio- 
myelitis, but for some time after the epidemic declined 
the carrier rate remained high. A comparison of differ- 
ent areas showed no statistically significant correlation 
between the carrier rates and the incidence of poliomye- 
litis, although there was a tendency for the two to be 
associated. The estimated carrier rate varied from 2 
per 1,000 children under 5 in non-epidemic periods to 
25 per 1,000 at the height of the epidemic. It is com 
sidered, however, that the actual values were higher. 
John Pemberton 


INDUSTRIAL MEDICINE 


926. The Health of Bus Drivers. A Study in Londo 
Transport 

L. G. NorMan. Lancet [Lancet] 2, 807-812, Oct. 18, 
1958. 8 figs., 7 refs. 


An account is given of the statutory and periodic 
medical examinations of London Transport bus and 
trolleybus drivers. The selection and training o 
drivers are described. The visual and medical standards 
required for employment as driver are given. The sick 
ness absence of drivers does not reveal any particulat 
occupational disease, but there are differences in the 
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of sickness between drivers and conductors, and 
between drivers and other occupational groups. 

The medical conditions which may cause a driver to 
jose consciousness while driving are listed, and a sum- 
mary is given of 28 cases in which such loss of conscious- 
ness occurred. Ten of these cases were due to coronary 
thrombosis and 18 to other medical conditions. In 4 of 
the coronary-thrombosis cases the driver had enough 
warning to stop his vehicle, but in 5 he did not and in 3 
of these an accident resulted. Public-transport drivers 
who suffer from coronary-artery disease should no 
longer drive.—[Author’s summary.] 


927. Some Notes on the Effects of Excessive Noise on 
the Hearing of a Group of Workers 

G. F. KEATINGE and S. LANeR. British Journal of Indus- 
trial Medicine (Brit. J. industr. Med.| 15, 273-275, Oct., 
1958. 1 fig., 1 ref. 


The authors have investigated the noise problem at an 


engineering works near Derby engaged in the manu-. 


facture of trolleys and wagon undercarriages. In three 
shops where riveting was carried out the ambient noise 
reached high levels, especially in the bands critical for 
speech perception. An analysis of audiometric records 
of workers under 40 years of age who had been exposed 
to this noise for up to 7 years suggested that the greatest 
hearing loss occurred during the first 3 years of exposure, 
the process thereafter appearing to slow down or even 
stop, but a larger study is required to confirm this finding. 
The use of protective devices at entry into the job is 
suggested, and it is urged that greater emphasis should 
be laid on their necessity. Likewise, in the authors’ 
view, pre-employment assessment of hearing is not 
sufficiently stressed. E. D. Dalziel Dickson 


928. An Investigation of Some Health Hazards in an 
Inert-gas Tungsten-arc Welding Shop 

P. J. R. CHALLEN, D. E. HickisH, and J. BEepForD. 
British Journal of Industrial Medicine [Brit. J. industr. 
Med.} 15, 276-282, Oct., 1958. 4 figs., 8 refs. 


A brief account is given of inert-gas tungsten-arc 
welding, in which the arc is produced by a non-consum- 
able tungsten electrode and the weld made with a filler 
tod of aluminium, and of inert-gas metal-arc welding, in 
which an uncoated consumable electrode is used in the 
form of a coiled wire. An investigation is then described 
into the state of the working atmosphere in an auto- 
matic welding shop for the manufacture of aluminium 
milk churns. No filler rod was used, the arc being struck 
between the tungsten electrode and the edges to be 
seamed. The degreasing tank was in a bay communicat- 
ing through an open doorway. Air samples were taken 
at various sites (shown on a ground plan) and analysed 
by standard methods for ozone, trichloro-ethylene, and 
Phosgene. A special method was devised for the detec- 
tion of small amounts of phosgene in larger quantities 
of trichloro-ethylene, the samples being collected in an 
aqueous solution of caustic soda and hexamine and then 
titrated electrometrically with silver nitrate solution. 

Of phosgene (maximum allowable concentration 1-0 
P.p.m.), less than 0-1 p.p.m. was detected. Of trichloro- 
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ethylene (maximum allowable concentration 200 p.p.m.), 
in the welding shop the concentration varied up to 97 
p.p.m. and in the degreasing shop up to 472 p.p.m. 
The concentration above the tank varied little whether the 
covers were open or closed. The need for slow removal 
of the baskets is emphasized and for control of the direc- 
tion of ventilation to prevent a flow of trichloro-ethylene 
vapour from entering the welding shop. The main 
hazard was the production of ozone, which was detected 
in amounts varying up to 1-7 p.p.m. (maximum allow- 
able concentration 0-1 p.p.m.). 

Of 14 workers operating the welding machines, only 
3 remained unaffected. The others complained from 
time to time of dryness of the mouth and throat, irritation 
of the eyes and nose, and lacrimation. Several com- 
plained of a disagreeable smell encountered daily at the 
start of work; 5 complained of lassitude and 2 of sub- 
sternal oppression. Two of the women suffered attacks 
of bronchitis which cleared up quickly on removal from 
welding, but recurred on return to this duty. Two men 
employed in the degreasing shop had reported one or 
more of the symptoms of trichloro-ethylene intoxication 
—lassitude, somnolence, irritability, loss of concentration, 
mental confusion, and partial loss of memory. 

The measures required to control the contaminants at 
source are discussed—the meticulous exactitude needed 
in the system of exhaust ventilation to avoid the with- 
drawal of the inert-gas shield; the testing of its accuracy 
by the use of titanium tetrachloride smokes; and the 
installation of mechanical slow removal of degreased 
parts from the trichloro-ethylene tank, to lessen the 
escape of vapour. When control of ozone in the welding 
shop had reduced its concentration in the working atmo- 
sphere to the region of 0-2 p.p.m. there were no further 
complaints of malaise. M. A. Dobbin Crawford 


929. Cancer of the Lung and Nose in Nickel Workers 
R. Dott. British Journal of Industrial Medicine [Brit. 
J. industr. Med.| 15, 217-223, Oct., 1958. 7 refs. 


Cancer of the lung and cancer of the nose have been 
designated industrial diseases when they occur among 
certain classes of nickel workers. From the Statistical 
Research Unit of the Medical Research Council, London, 
a study is reported of all deaths of males over 15 years 
of age in two districts where nickel refiners lived, copies 
of death certificates held by the local medical officers of 
health being examined. The ratios of deaths from 
cancer of the lung and cancer of the nose to all other 
deaths among workers in the nickel industry were com- 
pared with the corresponding ratios among workers in 
other occupations, including certain selected occupations 
such as the steel and coal-mining industries. In the 
period 1948-56 the observed number of deaths from 
cancer of the lung in the nickel workers was 48 compared 
with an expected figure of 9-9; for cancer of the nose the 
number of deaths was 13 compared with an expected 
figure of less than 0-1. Comparison of the data for 
1938-47 with those for 1948-56 revealed that the average 
age at death from these causes was higher in the latter 
period and that there was no excess of deaths from these 
causes in men under 50 during that time. The author 
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concludes that “it is reasonable to believe that the 
hazard has been largely or completely removed in the 
last 35 years ”’. John Pemberton 


930. Some Observations on the Incidence of Respiratory 
Cancer in Nickel Workers 

J. G. MorGan. British Journal of Industrial Medicine 
[Brit. J. industr. Med. 15, 224-234, Oct., 1958. 3 refs. 


Between 1900 and 1929 out of a total of 2,094 entrants 
to a nickel refinery near Swansea, 131 developed cancer 
of the lung and 61 cancer of the nose. Reference is 
made to the report of an investigation by Bradford Hill 
in 1939, which showed that the number of deaths from 
these causes in the period 1929-30 exceeded the expected 
number. The processes of nickel refining and the 
changes that have taken place in methods and materials 
are described. From a consideration of these and of 
the fact that no cases of cancer of the nose and only 6 
cases of cancer of the lung have been recorded in workers 
who entered the industry after 1924, when increased pre- 
cautions were taken against dust, the author concludes 
that inhalation of dusty rather than gaseous material 
was responsible for the high death rate, one constituent 
of this dust being arsenic derived from impure sulphuric 
acid. John Pemberton 


931. The Pathology of the Lungs in Five Nickel 
Workers 

W. J. Wiiutams. British Journal of Industrial Medicine 
[Brit. J. industr. Med.] 15, 235-242, Oct., 1958. 12 figs., 
18 refs. 


The pathological changes in the lungs of nickel 
workers were studied at the Royal Infirmary, Cardiff, 
in material obtained at operation or necropsy on 5 men 
who had been employed in a nickel refinery for 10 to 35 

_years, 4 of whom had pulmonary carcinoma. In 4 
cases there was evidence of long-standing inflammation; 
in 2 of these “‘ honey-comb ” lung was seen and death 
was due to cor pulmonale. Diffuse interstitial fibrosis 
was noted in all cases. Nickel and copper were present 
in excess in the 2 cases in which material was subjected 
to chemical analysis, but no arsenic could be detected. 
The author suggests that “ nickel together with chronic 
inflammation may be the carcinogenic factor ”’. 

John Pemberton 


932. Pneumoconiosis in Grain Workers, Oil and Flour 
Millers 

L. Diwner, R. Harpy, E. NAKIELNY, L. B. RoBINsON, 
and G. A. Smart. British Journal of Tuberculosis and 
Diseases of the Chest [Brit. J. Tuberc.] 52, 291-298, 
Oct., 1958. 6 figs., 14 refs. 


Of 31 men examined at the Industrial Chest Diseases 
Clinic, Hull, who had been exposed to cereal and other 
vegetable dusts, only in 6 were the radiological appear- 
ances in the chest normal, the remainder showing 
various types of abnormality (reticulation, micro- 
nodulation, and irregular fibrosis), while pulmonary 
fibrotic lesions [none of them characteristic of any 
described form of pneumoconiosis] were found histo- 
logically in 4 out of 5 cases examined post mortem. 


[There is no clear evidence that any of these pulmonary 
diseases was different in incidence and type from those 
found in the general population. It does not seem justi. 
fiable to describe them as forms of pneumoconiosis.] 


C. M. Fletcher 


933. Chronic Chloroform Intoxication 

P. J. R. CHALLEN, D. E. HickisH, and J. Beprorp, 
British Journal of Industrial Medicine [Brit. J. indust,. 
Med.] 15, 243-249, Oct., 1958. 2 figs., 11 refs. 


A report is presented on the industrial intoxication by 
chloroform vapour of personnel employed in the many 
facture of medicinal lozenges containing chloroform, 
The investigation concerned 8 long-service employees 
who had been employed for 3 to 10 years under conditions 
of poor ventilation, 4 of them working a full shift and 
4 half-time only, 9 employees of 10 to 24 months’ 
standing, one working full-time and 8 working half- 
time only under conditions of improved ventilation with 
a local exhaust ventilation system, and 5 control subjects. 


’ The process is briefly described, chloroform vapour being 


encountered in the mixing and cutting rooms where these 
operators were employed. The mean concentration of 
chloroform in the working atmosphere was found to be 
128 p.p.m., this high figure being mainly due to the 
release of vapour during the emptying of the mixing 
drum, when a concentration of 1,163 p.p.m. was detect- 
able for a period of 14 to 2 minutes. The mixing opera- 
tion recurred not more than 4 times a day. In these 
rooms the temperature was maintained at 78° F. (25° C.) 
or over, the windows being kept shut. 

Of the long-service operators (believed to have been 
exposed to concentrations of chloroform vapour ranging 
from 77 to 237 p.p.m.), only one was free from symptoms 
—she was an epileptic who had been under sedative 
treatment for many years; all the remainder (and 3 
others who refused examination) complained of adverse 
effects including lassitude, somnolence, mental dullness, 
poor concentration, depression, irritability, gastric dis- 
comfort, nausea, anorexia, dry mouth, thirst, and fre- 
quent and scalding micturition. Occasional symptoms 
were hysterical effects, such as a tendency to giggle 
without cause, and staggering gait. Of the 10 short- 
service employees, 8 complained of similar, though less 
severe, symptoms; 9 were examined. Examination of 
liver function by the thymol turbidity test, examination 
of the urine for urobilinogen, and determination of the 
serum bilirubin level provided no evidence of liver 
damage. 

The maximum allowable concentration of chloroform 
vapour in the working atmosphere is discussed. The 
figure agreed by the American Conference of Govern- 
mental Hygienists is 100 p.p.m., while the Imperial 
Chemical Industries set the figure at 50 p.p.m. Since 
the short-service operators, exposed to concentrations 
ranging from 21 to 71 p.p.m., suffered from symptoms 
of intoxication, the conclusion is reached that the maxi- 
mum allowable concentration should not exceed 50 
p.p.m. The toxicology of carbon tetrachloride is quoted 
in analogy, and a short history is given of the discovery 
and use of chloroform, with a review of the literature. 

M. A. Dobbin Crawford 
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934. Car Driving and Alcohol Consumption: Medical 
Observations on an Experiment 

D. W. PENNER and B. B. COLDWELL. Canadian Medical 
Association Journal (Canad. med. Ass. J.| 79, 793-800, 
Nov. 15, 1958. 


The results are reported of experiments carried out at 


the Crime Detection Laboratories of the Royal Canadian ° 


Mounted Police, Ottawa, which were designed to evaluate 
(a) the accuracy of medical examination as a means of 
determining alcoholic impairment of ability to drive a 
car; (b) the comparability of the findings of two doctors, 
“M.D.;” and ** M.D.2”’, examining the same subjects 
independently; and (c) the relationship between medical 
observations, blood alcohol levels, and practical driving 
ability. 

A standard driving test was used to assess driving 
performance, the method ‘of scoring taking account of 
various aspects of driving ability. A “* normal” level of 
performance was first established for each driver, who 
then took varying amounts of alcohol, repeated the test, 
and was examined medically. Of the two examining 
doctors, M.D.2 knew the 50 drivers tested and lived 
with them during the experiments, whereas M.D.; met 
and examined them for the first time after they had taken 
alcohol. A standard medical examination lasting 
about 15 minutes was used, observations being made 
concerning pulse rate, odour of alcohol, general appear- 
ance, gait, coordination, hallucination and orientation, 
speech, mood, behaviour, memory, and nystagmus. At 
each examination individual abnormalities were assessed 
quantitatively, so far as possible, on an arbitrary 3-point 
scale and a final over-all assessment made of the subject’s 
ability to drive. M.D.; perfofmed 122 separate examin- 
ations on 50 different subjects and M.D.2 performed 82 
examinations on 43 of the subjects. The highest blood 
alcohol level at the time of examination was 194 mg. per 
100 ml., and few were above 150 ml. per 100 ml. The 
findings of the two examiners in respect of each point 
mentioned above are analysed and compared and their 
telation to the blood alcohol level and the final assess- 
ment of impairment of ability noted. Odour of alcohol 
and nystagmus were the features most commonly noted, 
but in neither case could this justifiably be regarded as 
denoting impairment of ability. In most respects there 
was little consistency between the findings of M.D.; and 
M.D.2 and poor correlation between the findings of each 
and the blood alcohol level. M.D.; considered the 
subject’s driving ability to be impaired in 27% of cases 
and M.D.» in 585%. No one sign or symptom was 
used by either as an invariable indication of impairment. 
In no case was a subject found unfit to drive at one blood 
alcohol level and subsequently found fit to drive at a 
higher blood alcohol level; in one case impairment of 
ability was scored as “ moderate” at one level and 
“slight ” at a higher level; in all other cases differences 


Forensic Medicine and Toxicology 


in the degree of impairment found in successive tests 
paralleled the differences in the blood alcohol level. 
Comparison of the medical assessments with the results 
of driving tests showed that the medical examination 
used was frequently’ not sufficiently sensitive to detect 
actual impairment of ability, though this was not con- 
sistently so, as in several cases in which driving ability 
was considered on medical grounds to be impaired actual 
driving performance proved to be adequate. It is con- 
cluded that some means other than medical examination 
alone should be used to determine alcoholic impairment 
of driving ability. Gavin Thurston 


935. Criminal Thallium Poisoning 
R. Matrnys and F. THomas. Journal of Forensic Medi- 
cine [J. forensic Med.] 5, 111-121, July-Sept., 1958. 
13 figs. 

Thallium was introduced as a rodenticide in 1920, 
first in Germany and somewhat later in other European 


_ countries, notably Belgium. The first fatality was 


described in 1927 by Kaps. The metal is a mild gastro- 
enteric irritant in man, but later causes peripheral neuri- 
tis, mainly sensory, and—a marked diagnostic feature— 
complete loss of hair. The latter sign has sometimes 
aided the more ready recognition of the condition in 
cases of domestic infelicity where the poison has been 
given by one or other spouse in drink, sandwich paste, 
or other food for criminal purposes. 

The principal neurological features are paraesthesiae, 
pain, often in a big toe and sometimes unbearable (as 
in “‘ frozen limb ”’), with pronounced muscle tenderness. 
After usually 14 to 18 days the hair begins to fall out; 
only the outer two-thirds of the eyebrow is lost—le signe 
du sourcil of the French; sometimes axillary and pubic 
hair survives. Widy describes characteristic changes in 
the hair roots, and Mees, a Dutch physician, has drawn 
attention to nail ridging resembling that seen in arsenical 
poisoning; similar hyperkeratosis may thicken the soles 
of the feet. The scalp becomes bare, but fortunately 
the hair will grow again after about a month. The 
authors review the symptomatology in this paper from 
the University of Ghent, referring shortly to one of the 


. 20 cases they have seen in Belgium since 1947 and quoting 


details from other authors. They refer to Prick’s paper 
on the neuropathology of the condition. Emphasis is 
laid on the fact that thallium salts, being soluble, do not 
survive like arsenic or antimony: excretion of a single 
dose may well be complete in 10 days. If death occurs 
soon “there is no difficulty’ in detecting the poison 
by Hendrick’s method. The M.L.D. for man is between 
1 and 2 g., the equivalent of between one and two tubes 
of “ zelio ” paste [which is sold as a rat poison freely on 
the Continent, but is seldom seen in Britain]. 
Keith Simpson 
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936. Propynyleyclohexanol (‘‘ Merinax ’’) as a Hyp- 
notic for Preoperative Use. (Le carbamate de pro- 
pynylcyclohexanol (Merinax) comme hypnotique 
préopératoire) 

E. Trocu. Acta anaesthesiologica Belgica [Acta anaesth. 
belg.| 9, 49-53, July—-Aug. [received Nov.], 1958. 1 ref. 


After briefly describing the chemical composition and 
pharmacology of propynylcyclohexanol carbamate 
(“ merinax ”’), a non-barbiturate hypnotic, the author 
then reports the results of a trial of this drug on 185 
patients at Antwerp Hospital, each of whom was given 
three 200-mg. tablets of merinax about 9 p.m. on the 
night before operation. Inquiry of the patient next 
morning, taken together with the night nurse’s report, 
showed that 52-5% of the patients slept well throughout 
the night without waking, while a further 31°% reported 
a satisfactory night’s rest. In most cases sleep came on 
within 30 to 45 minutes after ingestion of the drug. In 
this dosage (600 mg.) merinax did not produce any un- 
desirable side-effects. Of 30 comparable patients who 
were not given any sedative the night before operation 
and who served as a control group, only 14 (46-6°%) had 
a good night’s rest. The author considers that merinax 
is worthy of further trial. Mark Swerdlow 


937. Clinical Evaluation of a New Ultrashort-acting 
Oxygen Barbiturate for Intravenous Anesthesia 

R. WEYL, B. UNAL, and Y. ALPER. Surgery, Gynecology 
and Obstetrics [Surg. Gynec. Obstet.| 107, 588-592, Nov., 
1958. 2 refs. 


The thiobarbiturates have certain disadvantages for 
‘intravenous anaesthesia, being parasympathomimetic 
agents which are rapidly deposited in fatty tissues and 
subsequently slowly released. These disadvantages are 
not shared by the oxybarbiturates, but no such com- 
pound has hitherto been available for use as an ultra- 
short-acting agent. Among the many oxybarbiturates 
synthesized in the search for such an agent, one of the 
most promising is 1-methyl-5-allyl-5-(1-methyl-2-pen- 
tynyl) barbituric acid, sodium salt (Compound 25398; 
methohexital sodium). It is a white, crystalline solid, 
very soluble in water and stable in aqueous solution at 
5° C. for one year and at 25° C. for 6 months. The pH 
ranges between 10 and 11. In animal experiments it 


in action as, and less cumulative than, thiopentone 
sodium. It did not cause irritation of the venous wall 
or haemolysis. 

A clinical evaluation of this compound has now been 
carried out at Mount Sinai Hospital (Chicago Medical 
School), Chicago, on 200 unselected patients. Pre- 
operative medication was given according to age and 
general condition, promethazine (12:5 to 25 mg.) being 
added to the premedication in one-third of the cases. 
A 1% solution of methohexital was used for intermittent 
intravenous injection and a 0-2°%% solution for continuous 


has been found to be 3 times as potent and half as long. 


Anaesthetics 


intravenous drip infusion. In some cases it was used for 
induction only, administration being stopped when the 
lid reflex was overcome. In other cases it was used alone 
or with nitrous oxide, together with a muscle relaxant jf 
needed. The condition of 128 patients was good, of 53 
fair, and of 19 poor. : 

Smooth, rapid induction with relaxation of the man- 
dible, adequate maintenance, and rapid awakening on 
stopping administration were achieved. The amount 
needed for induction varied from less than 50 mg. to 
between 100 and 200 mg. Total doses as large as 1,00 
mg. were used for prolonged anaesthesia and were well 
tolerated, but 400 mg. was the average total dose. These 
doses are small compared with the comparable doses of 
thiobarbiturates required. Laryngospasm and broncho- 
spasm did not occur. Hiccup, easily controlled, occurred 
in 4 patients. Excitement after loss of consciousness, 
with slight convulsive movements, occurred in 2 cases, 
but disappeared on deepening anaesthesia. No post- 
operative excitement developed. There was no local 
irritation or thrombosis at the site of injection. A short 
period of apnoea after rapid injection occurred occasion- 
ally, and in 8 cases respiratory depression necessitated 
positive-pressure respiration. A fall of systolic blood 
pressure of 10 to 20 mm. Hg was noted in 20 cases. One 
death occurred in the series, but was not attributable to 
the anaesthetic. 

Methohexital given by the drip method was found to be 
satisfactory for cardiac catheterization and broncho- 
scopy and for supplementing unsatisfactory spinal 
anaesthesia. The authors consider that this compound 
deserves further evaluation. M. Woods 


938. Dihydrocodeine. An Investigation into Its Use in 
General Anaesthesia 

J. Levin. Anaesthesia [Anaesthesia] 13, 421-428, Oct., 
1958. 7 refs. 


Dihydrocodeine was used as a supplement to nitrous- 
oxide—oxygen anaesthesia for 200 major operations at 
St. George’s Hospital, London. After induction of 
anaesthesia with thiopentone—nitrous-oxide—oxygen an 
initial dose of 20 to 35 mg. of dihydrocodeine was injected 
intravenously. Further doses were given periodically as 
indicated by signs of lightening of the anaesthesia, the 
average interval between doses of dihydrocodeine being 
24 minutes. There appeared to be no cumulative effect. 
Frequent side-effects were erythema, linear wealing, and 
abnormal movements of the arm after the injection. 
Respiratory depression was rarely seen, but the drug 
caused some fall in blood pressure. Recovery of con- 
sciousness was usually rapid, and postoperative nausea 
and vomiting were not unduly common. 

Dihydrocodeine did not consistently provide adequate 
analgesia, and the author concludes that this drug has 
no advantages over pethidine as a supplement to anaes- 
thesia. Mark Swerdlow 
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Radiology 


939. The Radioactivity of the Atmospheric Air Due to 
Aerosols. aTmociepHoro 
postyxa, aspos0nAMH) 

A. Z. BeLousov, Ju. V. Novikov, V. F. OreSko, and 
Pottvopa. Iueuena u Caxumapua (Gig. i Sanit.] 
23, 17-22, No. 10, Oct., 1958. 2 figs., 6 refs. 


The authors report the results of observations of the 
amount of radioactivity in the atmosphere. This was 
recorded at three points in a city and in the surrounding 
country, measurements of the a- and f-ray activity in 
aerosols being carried out by means of an aspiration 
method at a height of 1-5 to 2 metres from the ground 
throughout the year. Meteorological observations were 
made at the same time. 

It was found that the level of natural radioactivity 
from aerosols formed from products of disintegration of 
radon differed little in town and country: thus the 
average levels of 8 and a radiation in the city were 
2-41 x 10-13 and 1-23 x 10-13 c. per litre respectively and 
in the country they were 2:54x 10-13 and 1-6x 10-13 c. 
per litre respectively. The authors state that natural 
radioactivity in the atmosphere is constantly varying, 
not only over long periods of time, but even in the course 
of 24 hours, and that the range of variation, which is of 
the order of one power of 10, is largely determined by 
meteorological conditions. As the dust concentration 
of the atmosphere rises, so also does the level of radio- 
activity. Chahges in the composition of the aerosols are 
insignificant so far as isotopes are concerned. The mean 
half-life in respect of both « and f radiation is 34 to 36 
minutes. Basil Haigh 


940. Hygienic Measures in Hospital Departments Using 
Radioactive Isotopes. rurveHbl Tpyna B 
OTMeNeHHAX OONbHHL, MPHMCHAIOWIHX a 
3aKPLITOM 

V. Ja. Gotikov. Iueuena u Caxumapna (Gig. i Sanit.] 
23, 37-41, No. 10, Oct., 1958. 9 refs. 


The author points out that although there is increasing 
use of radioactive isotopes in hospitals the literature on 
this subject is almost entirely devoted to methods of use, 
and that too little attention has been paid to the pro- 
tection of staff handling these isotopes, and of patients 
undergoing treatment with them. He has therefore 
investigated conditions of work in the radiotherapy 
department of the Institute of Obstetrics and Gynae- 
cology of the Ministry of Health of the R.S.F.S.R., 
where neoplasms of the external genitalia and uterus are 
treated with preparations of radioactive cobalt with an 
activity of 5, 10, and 30 mg. equivalents of radium, 
applied directly to the tumour. The cobalt is enclosed 
in a stainless steel cylinder. 

The individual doses of radiation received by all 
members of the staff concerned in the various stages of 
the operations were measured. The most dangerous pro- 
cedures were found to be cleansing the preparation, when 


exposure to a dose of 0-04 to 0-5 r. for 7 minutes was 
recorded, and preparation of the isotope for application, 
resulting in exposure to a dose of 0-03 to 0-05 r. for 10 
to 15 minutes. Further examination of all the pro- 
cedures adopted in the department revealed many un- 
satisfactory features both of technique and of equipment, 
and suggestions are made for their improvement. The 
author concludes that the whole problem of the use of 
radioactive isotopes needs to be widely investigated and 
steps taken to ensure the protection of staff engaged on 
this type of therapy, bearing in mind the great variation - 
in the methods and apparatus used. Basil Haigh 


RADIOTHERAPY 


941. Radiation Dose to the Lens in Treatment of Tumors 
of the Eye and Adjacent Structures. Possibilities of 
Cataract Formation 

G. R. Merriam and E. F. Focur. Radiology [Radi- 
ology] 71, 357-369, Sept., 1958. 11 figs., 3 refs. 


The authors, working at the Memorial Center and — 
Columbia-Presbyterian Medical Center, New York, have 
reviewed retrospectively the types of treatment of 
malignant disease given to various sites near to the eye 
and so estimated the dose received by the lens in each 
case. They first discuss the doses, which as recounted 
in a previous paper (Amer. J. Roentgenol., 1957, 77, 759; 
Abstr. Wld Med., 1957, 22, 323), they found to be liable 
to induce radiation cataract. Thus a dose of 200 r. 
or less had never induced cataracts, whereas 700 r. given 
over 3 weeks to 3 months produced cataract in 50% of 
cases. High doses of 1,450 r. and above were more 
prone to produce the progressive type of cataract. A 
phantom head was then constructed with an ionization 
chamber in the position of the lens, by means of which 
doses were measured for the various sites and types of 
treatment described below. 

For carcinoma of the antrum two techniques were in- 
vestigated. In the first, in which a combination of 
250-kV. x rays and intracavitary radium gave a com- 
bined dose of 7,000 r. in 6 weeks, the homolateral lens 
received 3,200 r. (a definite and progressive cataract dose) 
and the contralateral lens 700 r., estimated to be a 60% 
cataract dose. By the second technique, in which 
1,000-kV. x rays were used, the two lenses received 
3,200 r. and 600 r. respectively. 

For carcinoma of the nasopharynx three techniques 
were investigated. (1) Two lateral fields were used 
so that the eye was not in the direct beam. Here the 
lens received from 350 to 500 r. in 4 weeks; the risk of 
cataract with the higher dose would be 40%. (2) The 
second technique involved irradiation of both eyes and 
both lenses received from 1,000 to 1,600 r. from a tumour 
dose of 5,800 r. given over 4 weeks. Progressive cataracts 
would be expected. (3) The third technique involved 
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the use of small fields below the eyes, and only 250 r. to 
each lens was delivered in 4 weeks. 

For cerebral metastases, by two techniques using large 
fields but not directly irradiating the eyes, doses of 450 r. 
to the lens were delivered in 3 to 4 weeks for a tumour 
dose of 3,500 to 4,000 r. This gave a 40°% cataract risk. 

Irradiation of the pituitary gland with small fields 
laterally and anteriorly gave 140 r. in 5 weeks to the 
lens. In lymphosarcoma of the lacrimal gland 250- 
kV. x rays were used with 2 small fields laterally and 
anteriorly; with a tumour dose of 1,000 r. in 7 days the 
lens received 40 r. For lymphosarcoma of the orbit 
small anterior and lateral fields were used and the lens 
was shielded; with a tumour dose of 2,500 r. in 3 weeks 
the lens received a subcataract dose of 300 r. 

For carcinoma of the hard palate an intraoral field of 
250-kV. xrays was used. Ifthe exit beam passed through 
the lens then a cataract would be expected, but if the beam 
was directed posterior to the lens no cataract should 
result. 

Treatment of carcinoma of the eyelids with 
100-kV. x rays would not produce cataract. However 
when radon gold seeds were used on the lids or at the 
inner or outer canthus, radiation cataracts would always 
be expected from the high doses delivered to the lens. 

The treatment of retinoblastoma with 250-kV. x rays 
using 2 fields directed wide of the lens resulted in a dose 
to the lens of 130 to 415 r. for a tumour dose of 4,500 r. 
in 5 weeks. Cataracts would not be expected. 

K. S. Holmes 


942. Carcinoma of the Nasal Fossa 

R. G. PARKER. American Journal d Roentgenology, 
Radium Therapy, and Nuclear Medicine {Amer. J. Roent- 
genol.| 80, 766-774, Nov., 1958. 8 figs., 14 refs. 


The author points out that although carcinoma of the 
. nasal fossa and carcinoma of the paranasal sinuses are 
often considered together, the prognosis in the two con- 
ditions is very different. The present report from the 
Tumor Institute of the Swedish Hospital, Seattle, 
Washington, is based on 14 cases of carcinoma and 6 
of squamous-cell papilloma of the nasal fossae. Of the 
14 carcinomata, 3 were well differentiated, 4 moderately 
well differentiated, and 5 undifferentiated; the remaining 
2 consisted of one basal-cell carcinoma and one mixed 
tumour. The commonest presenting symptom was 
nasal obstruction, often of long duration, and the com- 
monest site of origin of the carcinoma was the nasal 
septum. 

External radiotherapy was employed in 12 of the cases 
of carcinoma, the remaining 2 being treated by surgical 
removal of the lesion on the nasal septum. Super- 
voltage therapy was thought preferable for lesions in 
the posterior fossa and conventional therapy for those in 
the anterior. Only 2 patients developed metastases 
during periods of observation of 24 and 10 years respec- 
tively and both died of them. In another 2 cases there 
was local recurrence requiring only minimal resection. 
The other 8 patients treated by x-ray therapy have either 
remained free of disease or died from other causes. The 
6 patients with squamous-cell papilloma (which was 

initially diagnosed as carcinoma and so treated by x-ray 


RADIOLOGY 


therapy) are all free of tumour 4 to 84 years after diag. 
nosis, but the treatment, although effective, is considered 
in retrospect to have been more vigorous than was 
desirable. D. Jones 


943. Radiation Therapy for Cancer of the Tonsil 

G. E. SHevine, M. D. Jones, and L. F. Morrison, 
American Journal of Roentgenology, Radium Therapy, 
and Nuclear Medicine [Amer. J. Roentgenol.| 80, 775- 
780, Nov., 1958. 2 refs. 


The authors describe the mode of onset, treatment, 
and results in 82 cases of cancer of the tonsil seen at the 
University of California Hospitals, San Francisco, be- 
tween 1931 and June, 1956. Of these cases, 66 occurred 
in males and 16 in females, a ratio of 4:1. Although 
the disease is predominantly one of the 6th and 7th 
decades, 18 of these patients were in the 4th or 5th 
decade. The average interval from the onset of symp- 
toms to the start of treatment was 7 months; it is pointed 
out that in 10 cases diagnosis had been delayed by previ- 
ous antibiotic therapy. Of the 75 cases in which biopsy 
was performed, the histological diagnosis was squamous- 
cell carcinoma in 48 cases, transitional-cell carcinoma in 
11, undifferentiated carcinoma in 7, lympho-epithelioma 
in 2, lymphosarcoma in 3, and adenocarcinoma in one; 
in 3 cases the tumour was unclassified and in 7 no biopsy 
was performed. The presenting sign in 49 cases (61°) 
was palpably enlarged lymph nodes, these being bilater- 
ally involved in 10%. Treatment was by x rays through 
external portals with H.V.L. of 9 mm. Cu in 23 cases 
and with H.V.L. of 0-5 to 4:5 mm. Cu in 56 cases, 
while in some cases intraoral treatment was given in 
addition; the remaining 3 cases were treated by radon- 
seed implants. 

The results, which are tabulated in terms of survival 
rates, no correction being made for deaths from other 
causes, show that altogether 20°% of patients survived 
for 5 years and 13% for 10 years. The 5-year survival 
rate for the group treated by combined external and 
intraoral therapy was 36%, but none of these patients 
survived for 10 years. It is pointed out that most of the 
cases given intraoral therapy were in the early stages. 
Full details of the field sizes and dose are given. No 
patient receiving a tumour dose of 4,000 r. or less sur- 
vived for 2 years, all the 5-year survivors having received 
a greater dose. E. D. Jones 


944. Carcinoma of the Palatine Tonsil 

P. W. SCANLON, V. R. Gee, J. B. ErtcuH, H. L. WILLIAMS, 
and L.B. WooLNER. American Journal of Roentgenology, 
Radium Therapy, and Nuclear Medicine [Amer. J. Roent- 
genol.] 80, 781-786, Nov., 1958. 7 refs. 


The 46 cases (39 in males) of carcinoma of the palatine 
tonsil treated at the Mayo Clinic during the period 
1945-9, in which the absolute 5-year survival rate was 
43°% (20 patients), are reviewed and the various methods 
of treatment employed are discussed. There weft 
25 cases of squamous-cell carcinoma, 7 of lympho 
epithelioma, 6 of transitional-cell carcinoma, 3 of 
adenocarcinoma, and one of cylindroma; 4 were ut 
diagnosed. There was, surprisingly, no case of lympho 
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RADIOLOGY 


sarcoma. However, in the authors’ opinion the histo- 
logical type is of little prognostic value except in the case 
of lympho-epithelioma, which takes a more favourable 
course. In over half the cases the presenting symptom 
was an abnormal sensation in the throat. The opinion 
js expressed that most palpable lymph nodes contain 
metastases, but as in some cases the enlargement may be 
inflammatory rather than neoplastic staging is difficult. 
In the present series the stage of the tumour was related 
tothe survival rate. Of 7 patients with lympho-epitheli- 
oma, 6 survived for 5 years, but in general it is considered 
that the small number of patients with each type of 
tumour makes any observed differences open to question. 
Further, as treatment methods included radiotherapy, 
surgery, electrocoagulation, and various combinations 
of these procedures it was found impossible to form a 
firm opinion as to the value of any single form of treat- 
ment. Nevertheless the authors suggest that the favour- 
able survival rates in this series compared with those in 
other reported series may reflect either the beneficial 
effect of individualization of the therapy to each case or 
some hitherto unrecognized factor. E. D. Jones 


45. Cobalt-60 Beam Therapy in Carcinoma of the 


Esophagus 
J.S. Lorr and I. H. Smitn. Radiology [Radiology] 71, 
321-326, Sept., 1958. 8 refs. 


Having recently reported their results of treatment of 
epidermoid carcinoma (Amer. J. Roentgenol., 1958, 79, 
406; Abstr. Wild Med., 1958, 24, 240) the authors now 
describe their experience in treating carcinoma of the 
oesophagus by means of the radioactive cobalt (6°Co) 
beam-therapy unit installed at the Ontario Cancer 
Foundation Clinic, London, Ontario. Between January, 
1952, and December, 1956, out of a total of 68 cases of 
carcinoma of the oesophagus seen at the clinic, 31 were 
given a radical course of treatment, and it is this group 
which form the material for this report. 

In 25 of the 31 cases the lesion arose in the thoracic 
oesophagus; in the remaining 6 it probably started in 
the post-cricoid region, but spread to the cervical oeso- 
phagus had already occurred when first seen. The 
majority (27) of patients were treated by a beam-directed 
technique, tumour doses varying from 5,000 r. over 3 
weeks to 6,000 to 6,500 r. over 4 to 44 weeks. More 
recently 4 patients have been treated by coaxial rotation, 
and from observations in these cases it became obvious 
that in the group treated by fixed fields the tumour dose 
was in fact greater by an average of 16% than that actu- 
ally stated. When due allowance is made for trans- 
mission through lung tissue the tumour dose recom- 
mended is 6,000 to 6,500 r. given over 4 to 44 weeks. 
Full details of the dosage and technique are given. 

Complications attributable to treatment have been 
minimal, there being one case of asymptomatic pul- 
monary fibrosis and one of a mild stricture of the 
oesophagus. A serious complication of oesophageal 
carcinoma is mediastinal fistula with rupture of the 
aorta; this occurred in 4 of the present cases, but all 
were found to have deep malignant invasive disease 
post mortem. Whether radiation per se can be incrimin- 


301 
ated as the prime factor in causing this complication is, 
in the authors’ opinion, open to doubt. The authors 
draw attention to 2 patients with mediastinal fistula who 
had persistent retrosternal pain before treatment, and 
they regard this symptom as very suggestive of a deep 
penetrating malignant ulcer. Of the 31 patients treated, 
21 have not survived, 9 dying within 4 months, but 12 
lived for 5 to 18 months following therapy and had good 
palliation. Of the 10 patients alive at the time of this 
report, 3 have residual disease, but the other 7 are alive 
and well one to 5 years after treatment. In this group 
5 had pathologically proved disease, and in 2 of them the 
tumour arose in the post-cricoid region. D. Pearson 


946. Roentgen Therapy in Hand-Schiiller—Christian and 
Related Diseases. [In English] 

B. JorGSHOLM. Acta radiologica [Acta radiol. (Stockh.)} 
50, 468-476, Nov., 1958. 1 fig., bibliography. 


The author discusses the similarity between the symp- 
toms of Hand-Schiiller—Christian disease, Letterer-Siwe 
disease, and eosinophil granuloma of bone and the hypo- 
thesis that they are different phases of the same disease. 
Whether these conditions are of a neoplastic or inflam- 
matory nature is not known, but all are disturbances of 
the reticulo-endothelial system with an alteration of the 
lipid mechanism of the cells resulting in the formation of 
tumour-like granulomatous or xanthomatous lesions. 
Without doubt they have in the past been confused with 
Ewing’s tumour and reticulosarcoma. 

Treatment of these three disease conditions is by 
irradiation, the results obtained in 14 cases treated at 
the Radium Centre, Copenhagen, since 1933 being 
described. The author recommends ‘small doses of 
x rays; in his experience equally good if not better 
results have been achieved with small doses than with 
the heavy irradiation given in some clinics. The effect 
of x-ray therapy is difficult to assess, since spontaneous 
remissions occur in some cases. Diabetes insipidus 
developed in 4 cases in the series, suggesting that incipient 
diabetes insipidus cannot be arrested by irradiation. 
Of the 14 patients treated, all but one have survived; 
4 still have diabetes insipidus and 2 of these are feeble- 
minded. Jan G. de Winter 


947. Intensive Cobalt-60 Teletherapy of Lung Cancer 
E.R. Kutz. Radiology [Radiology] 71, 327-335, Sept., 
1958. 5 figs., 20 refs. 


The author suggests that cobalt teletherapy and super- 
voltage x-ray therapy provide the best means of treating 
bronchogenic carcinoma while causing the minimum of 
critical damage to the surrounding pulmonary tissue. 
He then reports the results in 189 cases of inoperable 
lung cancer treated at Allegheny General Hospital, 
Pittsburgh, by means of a 1,500-c. teletherapy apparatus 
during the years 1955 and 1956—that is, all such cases 
seen during this period—and compares them with 
the results in a previously reported series treated by 
400-kV. x-ray therapy (J. thorac. Surg., 1956, 32, 165). 

The treatment technique employed in using the tele- 
therapy unit varied with the situation, size, and shape of 
the lesion, and also with the size of the patient. In 
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general, anterior and posterior opposing fields were used, 
or a rotational technique was applied. The tumour dose 
ranged from 5,000 to 7,000 r. for squamous-cell car- 
cinoma when the state of the patient permitted; in 
undifferentiated carcinoma, however, because of the fre- 
quency of early metastases, the dose was reduced after 
the first 6 months’ experience to less than 5,000 r. The 
complications encountered in intensive radioactive cobalt 
therapy resembled those of conventional x-ray therapy, 
but the emphasis had shifted. Thus radiation sickness 
occurred with the same frequency, but its severity was 
less; skin reactions were minimal; oesophagitis occurred 
more frequently; radiation pneumonitis occurred in 
varying extent in almost every case, and appeared to be 
a more serious problem than it had been with x-ray 
therapy. 

Of 189 patients treated, 182 were kept under obser- 
vation. Of these, 24 treated in 1955 and 1956 were still 
living in November, 1957, 13 of them being considered 
to be free of disease. The finding in the author’s earlier 
series that squamous-cell carcinoma treated radically had 
a better prognosis than undifferentiated carcinoma was 
confirmed. The average survival time in patients with 
squamous-cell carcinoma was 9-8 months, and for those 
with undifferentiated carcinoma it was 7:2 months. 
The author concludes that better results in the treatment 
of bronchial carcinoma can be obtained with higher 
energy radiation, this improvement probably being due 
to greater success in the relatively small group of localized 
tumours which will respond to high dosage. 

R. C. S. Pointon 


RADIODIAGNOSIS 


948. An Evaluation of the Significance of Transverse 
.Hilar Measurements in the Diagnosis of Primary Lung 
Cancer 

G.S. Lopwick, T. E. Keats, and J.P.Dorst. Radiology 
[Radiology] 71, 370-374, Sept., 1958. 4 figs., 1 ref. 


Unilateral hilar enlargement may be the first mani- 
festation of primary carcinoma of the lung, and in this 
paper from the School of Medicine, University of 
Missouri, Columbia, the authors attempt to assess the 
value of previously established criteria of hilar measure- 
ment in the detection of lung cancer. Rigler et al. 
(Radiology, 1952, 59, 683; Abstr. Wld Med., 1953, 13, 
436), analysing 50 cases in which carcinoma of the 
bronchus was diagnosed before the onset of symptoms, 
measured the unilateral hilar shadow (U.H.M.) from a 
mid-thoracic line bisecting the transverse diameter of the 
thorax at the aortic arch and the diaphragm to the point 
farthest from the midline but not including the first 
branching of each pulmonary artery, and also the total 
transverse diameter (T.T.D.). They concluded that: 
(1) a U.H.M. of over 7 cm. is abnormal; (2) if the T.T.D. 
exceeds 13 cm. there is “ less than 10°9%-chance that the 
subject is normal”; (3) if the T.T.D. is under 11 cm. 
there is little chance of carcinoma being present; and 
(4) in 42% of cases of carcinoma of the lung the T.T.D. 
falls within the upper normal range, that is, 11 to 
13 cm. 
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The authors applied these criteria to 541 cases in which 
primary carcinoma of the bronchus was diagnosed 
clinically or pathologically. They found that there was 
uncertainty about the exact lateral point from which 
measurements should be made. They substituted two 
hilar measurements, one from the point of bifurcation 
of the pulmonary artery, representing the least hilar 
measurement, and one from the point farthest out on the 
hilum, representing the greatest hilar measurement. |p 
the final analysis the greatest hilar measurement was 
used, complete figures being obtained in 370 cases. The 
results are presented according to the position of the 


tumour in the following table: 
% less | % greater] °% greater 
Location of No. of than * than ‘ia 
Tumour Cases | 11-0cm.| 13-0 cm. | 7-0 cm. 
T.T.D. | T.T.D. | U.H.M. 
** Negative Chest ”’ 31 16-1 19-4 19-4 
Hilar 44 6:8 38-6 45-5 
Mid and Peripheral 94 21-3 19-1 20:2 
Hilar and Mid, or 
all three 201 11-2 38:3 45:3 
13-:5% | 36:8% 
Average| Average | Average 
for all for all for all 
groups | groups | groups 


Conversely stated, these figures show that in 63 to 
68°% of all cases of known primary lung cancer the most 
generous hilar measurements are within the normal 
range. The authors state that they do not wish to 
minimize the importance of unilateral hilar enlargement 
as an early sign of lung cancer, but only to point out that 
normal hilar measurements do not exclude the presence 
of a neoplasm or even an enlarged hilum. 

John H. L. Conway-Hughes 


949. Uncommon Roentgen Patterns of Pulmonary Sar- 
coidosis 

B. Fetson. Diseases of the Chest [Dis. Chest] 34, 
357-367, Oct., 1958. 4 figs., 16 refs. 


Attention is drawn to two interesting but unfamiliar 
radiological patterns in pulmonary - sarcoidosis—the 
multinodular and multicystic—which the author has 
observed in negroes at the General Hospital, Cincinnati. 
Chest radiographs in 5 cases revealed multiple rounded 
opacities, 5 to 40 mm. in diameter, widely distributed in 
the lungs. The differential diagnosis included pul- 
monary metastases, but the good general condition of the 
patients, evidence of sarcoidosis elsewhere, and the sta- 
tionary or regressive course of the lesions in serial radio- 
graphs helped to establish the diagnosis. In a group of 
9 patients cystic changes complicated fibrotic pulmonary 
sarcoidosis, the cysts representing emphysematous bullae 
or bronchiectatic cavities. Of 9 patients, 5 died, 4 from 
respiratory insufficiency and/or cor pulmonale and one 
after a tension pneumothorax. D. Geraint James 
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950. Angiocardiography: an Aid for the Early Diagnosis 
of Bronchogenic Carcinoma 

H. A. Lyons and F. Vertova. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 236, 147-155, 
Aug., 1958. 5 figs., bibliography 


The authors, at the State University of New York 
Downstate Medical Center, Brooklyn, have used angio- 
cardiography in a number of suspected cases of carcinoma 
of the lung and have found it to be a useful diagnostic 
aid. A malignant process generally causes occlusion of 
a larger or smaller branch of the pulmonary artery, 
depending upon whether the site of the mass is central 
or peripheral. Secondary mediastinal lesions, not evi- 
dent in the plain film, may be revealed by displacement of 
the superior vena cava or compression or invasion of 


diagnosis of bronchogenic carcinoma was first suggested 
by the angiocardiographic appearances. The authors 
consider the method to be especially valuable when the 
lesion is peripheral and inconspicuous, because the results 
of bronchoscopy in such cases are likely to be negative. 
A. M. Rackow 


951. A Method of Arteriography of the Coronary 
Arteries Using Acetylcholine. Experimental and Clinical 
Data. (L’artériographie méthodique des artéres coro- 
naires grace a l’utilisation de l’acétylcholine. Données 
expérimentales et cliniques) 

G.ARNULF. Bulletin del’ Académie nationale de médecine 
[Bull. Acad. nat. Méd. (Paris)| 142, 661-673, Oct. 7, 
1958. 7 figs. 


Methods so far described for the demonstration of the 
coronary arteries with radio-opaque medium have 
proved unsatisfactory and even dangerous. The author, 
however, discovered accidentally that if the injection was 
made into the arch of the aorta under moderate pressure 
while the heart’ beat was temporarily arrested excellent 
visualization of the coronary arteries was obtained. He 
then carried out experiments in which acetylcholine was 
used to produce the desired cardiac arrest, since this 
substance can be injected intravenously or into the aorta 
without danger and the pause in the cardiac rhythm 
noted on the electrocardiogram. Moreover, its action 
can be reversed immediately by an injection of atropine. 

For arteriography total cardiac arrest for 8 to 10 
seconds is required—3 or 4 seconds for the injection of the 
contrast medium and 5 or 6 for exposure of the films. 
It is essential to use a stable solution of acetylcholine; 
the author uses “‘acécoline” diluted in physiological 
saline. It must be used immediately and injected 
rapidly. For example, in a dog weighing 15 kg., 3 mg. 
of acetylcholine was given initially and the dose increased 
by increments of 1 mg. until the necessary cardiac arrest 
occurred. In man, if the acetylcholine is given without 
an intravenous anaesthetic, a spasm of coughing is likely 
to be produced and the examination should therefore 
always be carried out under anaesthesia. The usual dose 
of acécoline is 40 mg. initially, this being gradually 
increased (to about 400 mg.) until the necessary arrest 
is produced. A syringe containing atropine should 
always be available. John H. L. Conway-Hughes | 


the subclavian vein. ‘Three cases are described in which - 


952. Visualization of the Coronary Circulation by 
Occlusion Aortography: a Practical Method 

C. T. Dotrer and L. H. Friscue. Radiology [Radi- 
ology] 71, 502-524, Oct., 1958. 16 figs., bibliography. 


The development of improved methods for the radio- 
graphic demonstration of the coronary vessels in man is 
one of radiology’s most pressing responsibilities. Once 
this has been achieved, there should result a significant 
acceleration toward what is hoped will be a successful 
surgical attack upon coronary artery disease. 

Occlusion aortography, a new technic for coronary 
arteriography, makes use of a special double-lumen 
balloon catheter to inject a small quantity of contrast 
agent (“ thorotrast ’’) close to the orifices of the coronary 
arteries during brief but total occlusion of the aorta just 
peripheral to the injection site. Since all the contrast 
agent enters the coronary arteries, maximum efficiency 
is achieved. Experimental observations during more 
than 500 complete aortic occlusions and 350 injections 
in 51 dogs support our belief that this technic is safe and 
reliable. 

The increased efficiency of occlusion aortography for 
coronary visualization allows the use of small volumes 
of relatively dilute agents in obtaining improved visual- 
ization routinely instead of sporadically. By compari- 
son, thoracic aortography constitutes a less efficient and 
more hazardous method for coronary visualization in 
that it involves the relatively uncontrolled intra-aortic 
injection of 10 to 20 times the needed amount of a type 
of contrast substance which has caused over 200 reported 
fatalities. 

The use of occlusion catheters in gaining controlled 
access to the cardiovascular system promises to open 
up many unexplored clinical and experimental areas of 
importance, examples of which are (a) new technics for 
cardiovascular visualization, (b) elective controlled car- 
diac arrest in the intact subject for purposes such as 
cardiovascular visualization, and (c) total cardiopul- 
monary bypass as an emergency therapeutic measure in 
the intact patient.—[Authors’ summary.] 


953. Splenoportography: Some Advantages and Dis- 
advantages 

M. M. FiGciey. American Journal of Roentgenology, 
Radium Therapy, and Nuclear Medicine [Amer. J. Roent- 
genol.| 80, 313-323, Aug:, 1958. 11 figs., 31 refs. 


The value and hazards of trans-splenic injection of the 
portal system are assessed on the basis of 125 attempts at 
splenic portography in the Department of Radiology, 
University of Michigan, Ann Arbor, and nearly 400 others 
reported in the literature. Haemorrhage from the spleen 
is the main hazard, and this is slightly increased by the 
‘* controlled ” technique which includes the preliminary 
injection of a few millilitres of contrast medium. The 
author estimates, however, that only about 2% of patients 
lose enough blood in this way to require transfusion or 
splenectomy. 

In most of the author’s attempts the “* blind ” injection 
technique was used, this being unsuccessful in only 15 
instances, either through failure to find the spleen or as 
a result of extrasplenic injection. No general anaes- 
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thetic was found to be necessary except in children. 
The speed of injection was not an important factor, and 
reports quoted indicate that no significant rise in portal 
vein pressure results from the injection, however rapidly 
performed. With this procedure the site of portal ob- 
struction is revealed with great regularity and the result- 
ing hepatogram serves to delineate larger tumours in 
the liver. Small disseminated lesions are not visualized 
successfully. The technique is of most value in the 
differentiation of extrahepatic from intrahepatic occlu- 
sions, and is therefore helpful in determining the sur- 
gical approach. The risk of haemorrhage would be 
reduced by attention to any pre-existing thrombo- 
cytopenia or hypoprothrombinaemia. A. M. Rackow 


954. Percutaneous Splenic Portography in Amebic Liver 
Abscess 

TAWAN SURAWONGSE BUNNAG, VIRUL KAOPARISUTHI, 
SILLAWAT ARTHACHINTA, KALAYA CHIENPRADIT, and 
LUANG BINBAKAYA. American Journal of Roentgenology, 
Radium Therapy, and Nuclear Medicine [Amer. J. Roent- 
genol.| 80, 324-329, Aug., 1958. 13 figs., 6 refs. 


The authors seek to show that percutaneous splenic 
portography can be used to locate the site of the lesion 
in cases of amoebic liver abscess, and discuss their find- 
ings in 26 cases in which this procedure was used at 
Chulalongkorn Hospital, Bangkok. They state that 
there is no increase in portal tension and therefore no 
backflow of the medium, but the vascular pattern is 
abnormal and the area of the abscess is delineated by a 
clear zone in the liver. Confirmation of the diagnosis 
and an indication of the extent of the lesion are obtained 
after puncture of the abscess and the injection of air. 
Hypertrophy of the uninvolved part of the liver is a 
common finding. This procedure allows the response 
to treatment to be checked visually; in their series the 
* authors found that amoebic liver abscess rapidly regresses 
with specific therapy. A. M. Rackow 


955. Plain Film Diagnosis of Fulminating Ulcerative 
Colitis 

F. McConneLL, J. HANELIN, and L. L. Rossins. Radi- 
ology [Radiology] 71, 674-682, Nov., 1958. 6 figs., 
11 refs. 


About one in every 20 cases of ulcerative colitis is of 
the fulminating type in which barium-enema examina- 
tion is likely to be a hazardous procedure. The authors 
have studied plain films obtained in 26 cases of fulminat- 
ing ulcerative colitis at the Massachusetts General Hos- 
pital, Boston, in 16 of which there were characteristic 
changes. Dilatation of the colon, particularly in the 
transverse part, was present in all cases, but the chief 
characteristic change was an irregular nodular or scal- 
loped outline of the colonic gas shadow, due to irregular 
mucosal thickening. This was difficult to distinguish 
from faecal shadows on the right side of the colon— 
on the left side faecal shadows are normally absent. In 
some cases it was also possible to distinguish the outer 
contour of the colon and demonstrate thickening of the 
wall. D. E. Fletcher 
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956. Renal-vein Catheterisation and Venography. 4 
New Technique 

W. S. Peart and D. Sutton. Lancet [Lancet] 2, 811. 
818, Oct. 18, 1958. 7 figs., 4 refs. 


The authors describe a new technique for renal vein 
catheterization which has been developed at St. Mary's 
Hospital, London. An ordinary No. 7, 8, or 9 nylon 
catheter is cut down toa length of 35 cm.; a No. 5 nylon 
filament threaded to an eyeless round-bodied needle is 
passed through the catheter wall 2:5 cm. from the tip, 
passing from inside to outside, a single knot securing 
the end of the thread. The thread re-enters the lumen 
3 cm. below this point and then passes down the lumen 
of the catheter. Just above the syringe mounting 
the needle pierces the wall and is removed, the end of the 
thread being looped. Traction on this loop will now 
bend the tip of the catheter. 

The saphenous vein is exposed under local anaesthesia 
and the catheter inserted. The tip is advanced to about 
the first lumbar vertebra under screen control, and trac- 
tion is applied to the thread. As the catheter is slowly 
withdrawn it will usually spring into the renal vein. The 
position can be checked by injecting diodone before 
blood samples are taken. During the procedure normal 
saline containing 1,000 units of heparin per litre is dripped 
through the catheter. 

The authors claim that either renal vein can be entered 
by the method. D. E. Fletcher 


957. The Deep Phlebogram in the Diagnosis of Intra- 
cranial Expanding Lesions. (Unsere Erfahrungen mit der 
diagnostischen Ausnutzung des tiefen Phlebogramms 
bei intrakraniellen raumbeengenden Prozessen) 

S. Netti, L. STEINHART, B. Dité, and M. Kroo. 
schritte auf dem Gebiete der Réntgenstrahlen und der 
Nuklearmedizin (Fortschr. Réntgenstr.] 89, 645-659, 
Dec., 1958. 12 figs., 9 refs. . 


This study from the Purkyné Military Medical Acad- 
emy, Czechoslovakia, is based on an analysis of 100 deep 
phlebograms from normal subjects and 100 from patients 
with an expanding intracranial lesion. The authors 
consider that it is possible to diagnose and locate 90%, 
of expanding intracranial lesions by examining a lateral 
deep phlebogram, even without recourse to the arteric- 
gram. In 14 of their cases the phlebogram proved mor 
valuable than the arteriogram, and in 25 the two wert 
equivalent. 

The position and appearance of the angulus venosus 
is of cardinal importance. In frontal tumours it i 
distinctly displaced backwards, but in tumours at other 
sites it may be displaced in any direction according to th 
direction of pressure of the tumour. The points o 
reference for evaluating displacement of the angult 
venosus are described. The sagittal projection of deep 
venograms is less valuable than the lateral projection. 
The superficial phlebogram is occasionally useful, 
chiefly in confirming the location indicated by the deep 
phlebogram. 

[This paper is exceptionally well illustrated.] 

A. Orley 
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